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1 ] TS3-«5£ ( i ) : 

Mb 13 




fiSISftTV^T* J:V^y/b*/l/*3f 5/*/l/3l<— /I'll, ®&£*iTVn 

^ v^t> J^y;t/^;i/;*-3f s^^tf— 9-7 M U— f-zi/*-* i/33JVtf- 

T & J: V \ T 9 ^ * ;i/ S £ ^ b , 
R%, g&StlTV^fci^y;^;!/^ £fcfcm&$*iT VNTfc^y^;!/ 

U 

_ . — _ i mfx^ai i 0 — 3 108156 
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T J: V % T 9 Jl 3f )V ^ ft ^ L , 
R 9 te. *JR, 7 5;S, -X-Y 

Y -A-B3S*fc«-B3E3:*U 

A flm3*lTVVT%J:V*(C 1 -C 6 ) 7;Kl/>i, BfciSi, «f&3t. >f ^y*, 
^ ££&Mg!£*lTV>T=b«J:V^C 1 -C 6 ) 7/l/# l^W 3 ^ 36&*U 

R 3 tt, (^-Cg) Tfl/*wm. (c 3 -c 7 ) ^^nT^^^eSKCj-^) <£JjR7;i/3f 

♦ j-C 4 ) i^7;^l/>«, ^;i/3i<^r^SSl7a:-;KC 1 -C 4 ) {&m.TJ\s*rU>m. 

(C r C 4 ) {&&7;i/3f ^T- KMSKC r C 4 ) {£jKT;i/^r^^T*SSIStlT 

c 4 ) {Si^^^i/^T'g&^nTv^^x^ACCj-c^ <£&7;i/* nh* 
u^tyumic^) ^r;i/=¥;^T*gm^tiTv%s^ x^;i/(c r c 4 ) <gj»r;u 

(c r c 4 ) <sst7;i/^;i/-r ^ ysSKc r c 6 ) 7;i/*;i/g, (Cj-c^ i£i7 

r c 6 ) TK*j\<m. mm^m&mmiS,mT'n&t<tiT^z(c 1 -c A ) &wltji*j\s 

2 mH4f ¥ 10-3108156 
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R 4 tt, (c 3 -c 9 ) 7;i/*;i/^ t Kn3r$/g&(c 3 -c 8 ) r^jim. t.fc\*n.Wk 
stixv^^^yy -mc^) i&Wlt fr* uymx*$> y , 

(c r c 4 ) <gjjrr;i/=*;i>7^ ^ff^Cc^) fifty *^^^g^(c r 

C 4 ) fifty ;i/3r TPS. b: Kn3f ^SSKCj-Cg) y;i/3f;i/^ hf**** ^ KD 

5/ ;* 9- v v y figs (c 1 -c 1 j ) r ;i/ rN7^>^^^^^;t ku^p 
*/*^y vyum^ -c n ) r;i/^;i/^, *fej«*^!i[init*a"efcy, 

R 6 te, TK^T'&y. 

r 7 i±, *fe«(c r c 4 ) fifty;i/*;i/g-e&y, 
R 9 ii, y^m. #&S> T^/^, -x-y g-e&y, 

Y tt, -A-B^*fel±-B«T^ y, 

b i±, r^jm. r$v;m. (c r c 4 ) fifty*/;w^ F-f;i/^ ft 

c 4 ) fifty ;i/#;i/br***;W *^y h 'J (c f c 4 ) fifty ;i/3f;i/t?x* 

^*^;tKn^e/^fji;>i, *feii(c r c 4 ) fifty ;i/*;vg&>f ^ *v 
-;i/-3- -oi/^-e, 

a (c r c 4 ) fifty;i/*b:yg. *fc&(c r c 4 ) fifty;i/*b> 

it i ia«©<b^o 
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W i/Ji*^i/yj $ j Ky# tf-i/ym. *h3ft/;fc;u 

-? h^-t/^uym. iso--??-u*c*/m-\sym. =E^'j;h 

hv^f ^/^n^\^r^;i/h y **uym. tfc&if^y h y 
ymx-$>v. 

R 4 Wu -*-:7^;i/*^i/>^ 7x^^/ h y >ryy^;uS> tert- 

R 5 tt, n^n tr;i/g, 2-(n,n- s?**-/u7$>0 x^p>s, 

♦ 2-jt3>\,#*i/3L^l/ym. 2-t: Fa* £/:c^ 2-t FD*J/-1,1- S?*?- 

2-t Kn^ri/-l- ;*^;i/:n^ 6,6-fcfX/}NX;fty-6- tF 

R 8 «, 7jc^ % ££tt*^;i/gT*&»j, 

x truym, ji^-uym. hvtrisym. "rh^^^uym. 
**i/ym. s\3-v-**isym. ifcti7i-i/>iffe'j, 

Y -A-Bg£fcli-BST*& y, 

4 ffiIE4$¥ 10-3108156 
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y*^y^>g, h y *^;i/t^*;*/fty *^y t:^*^^;t^n^ 




yH^fiftsZ 10-3108156 
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[»##5] rm-m^ (i) : 

[ft 3] 




ess*, R 1 ~R 9 ti, ^^iia«©=fo(Di:ii^gi$:^-r-5] 

Mo 

[»*^7] ;* *D^n-x>f -*--if#, MJMSJEH^- a (TNF-a) 



ffilE#^ 10-3108156 
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[»#«9] TIB-JK^ (I V) : 
[it 4] 




n , R 12 , R 13 &tfR 14 £gl$<Z>WtBST*&£ R 3 , R 4 , R^tfR 9 ^*,^*^ 

&*v*tt_LflB— (iv) T?*sn*fb#*%, mate**; r 11 , 

R 12 ^ R 13 &0PR 14 §;g^©^|g^T^«>R 3 , R 4 , R 5 &tfR 9 K*;ft^*lj£g|U 

m-m& ( i ) : 
Hb5] 




' 4 10-3108156 
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nFfc^aL-ZKCj-C^) <£3KT;V^rU>^ #M£*lfcT ^ / g&7x^MC 

r c 4 ) <S^r;i/^ri^>S, - haggle x^Mc r c 4 ) te&r;i/* #m 
m&^x^mc^) ^mrft^isym. ««s*ife^r-F«ii(c r c 4 ) est 

C 4 ) <li»7;i/^U>SS:Sb, 

r 12 tt, .tfaR 4 *:^^©^©, fesv^^s^fck Fn^s/g&ccj-Cg) 
r 13 .iiKH 5 *:^**©*©, aswifcastifca/i/sK^fS/MiG! -c 4 

r 14 ii, ±m 9 £.mMm<D*)<D. &mt*ftfcT$jm. -x 

-ES&£V%te -X-AtE m (I3T' X&tfA 14, mUt »J . E tt, -h 

ni, i/7;i, 7^;i, hfo^s/CCj -c n ) y;i/*;i/g 

, fiteSftfcr^S, ««S*ifc^T-F*, «KStifcr^^/*. ««s 

«#^sti^(c r c n )T;i/^;i/SSi-r ^ ^ % /-;i/-3- ^/nife*-*-) &*-r] . 

0] »*^9|B«©-«3« (IV) ICfeVNT, 
R 10 14, (C 1 " C 6 ) y**^" *yVJU& f^3^fe^>i/';i/S, 7itS/ 

8 ffill^ 5 ! 2 10-3108156 
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£fcte2,2,2-h U ?anx^;i/g£^U 

, -Rotifer ^ ; hU^5=-i^>^, -hn h'J^f «g£*i£:fcFn 
#0$tifeT^ j *?-uy7 ^-jibv &nznr-?T— K^i/ 

R 12 tt, R 4 £HS^tf>%tf>, **v^««snfcfcKndp2/*^*^^b>aS 

r 14 R 9 tBfi©%®, ««snfcr^yiS. &ntstifc*m^ -x-f 

• S> i/7;& r^y*. tKnwfu^S, #«stifc 

y^s, ««stifc^r-K*, «iaftfe7^y;a. iisnmh-f 



e 
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i] Tia-«s: (v) : 

[ft 6] 




t^S^iSH Fn^rtAtf ©n/\^S?i#*t, TflB-«5£ (I I I) 



[ft 7] 




(BD 



1 o 



fttSEW 5 !* 10-3108156 




(I) : 



[ft 9] 




R 11 ~R 14 S##9i;tt(Z>fc©fcHSIft«:3rr5) o 



ytfl^sn 10-3108156 
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[St#3U2] TIB-«^(VI) : 
[ft 1 0 ] 




ess*, r 1 . r 2 . r 6 ~r 8 &, m&mimm&bnhimMmzmL. 

R 11 ~R 14 « % |f^9fB*© : fo©timS^S:^'t-5] 

[f#Sl3] TB-«S (IV) : 
[ft 1 1 ] 




[5£*, R 6 ~R 8 tt, tt*^lffi*©*©i:ra3K«|fe^L/, R 10 ~R 14 It, 

9 mm,® t © t h&& & * ] 



1 2 



ffifE^^F 10-3108156 
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im&m i 4 ] Tfa-jsa; (in : 

[ftl2] 




T?*3ft*=m*MNM*fc, TUB— fifc^; (III) : 
[ftl3] 
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[IM15] Tffi-«5£(III) : 



Utl 5] 




ess*, r 6 ~r 8 &. m#mimm<D*><DtimnmzmL. r 13 x.m 14 m& 



ffiH4f ^ 10-3108156 



10—218676 



[0 0 0 1 ] 

u v9x**w7u'rj-}--i£m (mmps) t.t-i*m&mjEm3—a ( 
TNF-a) m&&mzmm~?&. ma&i&&*¥&®f£mz&tix^zmM& 

[0 0 0 2] 

e> ti t £ u fltff a T-\*z.ti*>mm<Dftm i$m$s iz urn $ n x v ^ & y ;i/ y ^ >f 

7l-^r>V>^, JPMfe, 77^tt?|j|, SBMMt ( 

, AIKftJft* ^ifSKife, #a7K^3£ (5fc5ctt*A*3fSfi. ^5ctt 

mfi^hyy^^©««tCBB#UTV^45i:#iL&nTV^S; X« [D.Brown et 
al. t Current Eye Research, 12, 571(1993) / Y. Okada et al., Virchow Arc 
hiv B Cell Pathol., 59, 305(1990) / W.G.Stetler-Stevenson, Cancer and Me 
tastasis Reviews, 9,289(1990) / H.Birkedal -Hansen et al., Critical Revie 
ws in Oral Biology and Medicine, 4(2) ,197(1993) ] „ 

tnf-o tt^426K (Dm^mmmi^tLxm^ti. mm^<^mm, 
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. H. Gearing et al., Journal of Leukocyte Biology, 57, 774(1995), K. M. 
Mohler et al., Nature, 370, 218(1994), G. M. NcGeehan et al., Nature, 37 
0, 558(1994)] . 

[0 0 0 3] 

4599361 %mmm. ^•N#f f F£B^kllg2l575844 A2 #H#im541214 
5 ffl|R43iBM£92/1383H§\ #H4#fFSfl5183900 -^igjllfe HHg£tn£ 

94/02447-t, mw&m&WjkmmeoBow ai ^mmwis&TfmisGfftmm&ttm 

2268933A-t^ifiH$#M) . Ztl*>& < (Dlt&m*. #«MKPsK:atLTWV*MF?S 
tt&^UTV**. ;i*UCMU |3||££tBR£96/33968-9lCtt« MM"? & -o tttzM 

© [0 0 0 4] 

[»««<#» b <fc -5 i: r SHIS] 

[0 0 0 5] 

[M & apst-r « & » ©^s] 

,16 ffifE$#¥ 1 0 - 3 1 0 8 1 5 6 
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[0 0 0 6] 

Cl] TiB-«5£ (I) : 
[ftl6] 




[3;*, R^i, *3?i> gg|£*iT^Tfc«J:vv7^;i/=*;i/S, 3te©g&#£;t1- 
R 2 tt, tK^> Mg|SnT^^T : b<^:v^T^;l/= 3 lr^^t/^;l/^-;l/^, g&3*lT 
T % «fc v n y =? ;i/ =3f Jvm 5: ^ U > 
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t * j: v * r ^ * ;i/ g & m. l . 

T %i <fc V * T 9 A/ 3f S 5: ^ U , 
R 9 l±, *B£S, T^S. -X-Y &&«U 

X (i, fg&£*lTV^%J: WCj-Cg) 7;^1/>S, * fcteg&S tlT V>T =fo 

Y li, -A-B3£*fci* -B S&^u 

[0 0 0 7] 

C2] ±ia en mmv>-~tik& en teaser, 

tK&S, y^yg& (c r c 6 )T;i/^;^ ^^-^ (c r c 4 ) <Btty/i/*i' 

iiR7^^i/>S> *;^4rS/eS|-7ai-;i/(c 1 -c 4 )"<Bi»T;i/^b>S, 
rt^A^/msi 7i-ji/(Cj-c 4 ) <&*Ry;i/3f t Fu*ri/m&7 *-fl< 

(c r c 4 ) <£&y;i/3f ^T-KSSKC^) ©3RT;i/3f;i/gT'g&£*iT 

c 4 ) <£«ftT>a/^>^/ST*g^$4^rv^S73l-;I/(c 1 -c 4 ) ®mrn<* tK 

(c r c 4 ) {&mT)in3ri/jjj\s#-jvn&y ^-fric^cj <6&y;i/3f 

,1 8 fflfl#¥ 10-3108156 
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is>m. (c r c 4 ) <£iKT;i/^;i/>f^ /g&(c r c 6 ) 7;i/*;i/g, ((^-ty <s«r 

r c 6 ) 7ju*j\,& &m'&m*imn*&n&iAistix^&(c l -c A ) mkr)^^ 

KfSSKCj-c^ <Bar;i/^;i/«T*ssi$4iTv>S7a:^^(c 1 -c 4 ) ferny 
R 4 ttu (c 3 -c 9 ) 7;i/*;i/^ n Kd^t i/«SKc 3 -c 8 ) r/i/3f;i/^, 

R 5 tt, (C r C 4 ) i&mTfrlrJVm. (Cg-Cy) i/^n7;b^i, ^y&sv^s? 

(c^) {&i&7;i/3f;i/7^ ;fii(c f c 4 ) <£>SR7;i>3f ;i/«> ^^^i/SSKCj- 
c 4 ) <£iKT;i/^;i/S, t Fn* 2/ggKCj-Cg) r^/i/ik ^jfcxjfcy n Fn 

S/^yys/MKCj -c n ) 7;i/*;i/^ ifelili^fSig^Sffe'J, 

R 7 tt> *^i±(c r c 4 ) 4&Rr/i/*/i>3£T?*y, 

x (c r c 6 ) y/b *fdi7x-i/>it'fe'j, 

Y -A-BSsfcfcte -B St?*y, 

b tKH, 7^;i, 7ss?yas, (c r c 4 ) <£»7>>;w ^ K>r;i/S, SSI 
snr^rfciv^'ox-f ^ F-f;i/S, if****; *^y ^n^c^- 
c 4 ) &mTns*ji¥**x*j *^y ^>^. hy(c r c 4 ) 4&&7;i^;i/^x* 
**-y S>>3£, ifxjftxjjw n Kn^rS/^^-U 7 t h9'0$?/nf 

t: Fn=**/*^y *fe«(c r c 4 ) 4&R7;i/*;ve&>f ^ #v 

- ;i/-3- >f;i/gt\ 

A li, (C r C 4 ) <g&7;i/*l/>£, >f^/g, £fc&(c r c 4 ) ®«7^1/> 




10-21 8676 




[0 0 0 8] 

[3] ±ia [i] mmn-miS; en iz&^t. 

*?-vym, 7$. ; *7-uy<y*/A,m. bJi^y^fV^yy $ K*?- vyKy 
ttyxjvtfsyr $ F**i/y<ypA,^ >fV7*fM^;^f u> 
$ F*?-i>y'<yp;im. 7i;^>>if y^y 
>m. r-fe h-r ^ F-r;i/>f ^ ^V7*fM^ 
I, t^y s^i/*-^ i/>>f $ ; <y* *ruym. *h*isjj)v 

y*^i/>», (3,4,4- h y >f$#vy*?>- w/i/) 

R 4 tt, i-yT-fy^risym, ?3L-flsbv *?-uym. ^fy7*f;i/S, tert- 
A V7°ut:jim. i fe« t F n ^ i/ 1 ^ ^ ^ f u >it-* »j , 

R 5 te, S/?U7'u¥jim. 2-(N,N- ^^^^/T^y) :r^u>g % 

2-^;i/df^ri/ai5 L Vy&. 2-fc FD^ J/if 2-t pn*S/-l,l- 5?*^ 

jVjL^uym. 2-t Kn3f S/-1- ^^^x^i/>^, 6,6-tfXjft;** y-6- t: F 
n3FS"\ fh5^>i/> 6,6- fc?;* J*** y -6- t Fn^fi/A 

*v*i-)sym. tf^cys?^/*, ^^li^^/^y -/ns-c&y. 



2 0 



ffiIE4W 10-3108156 
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y*^yi?>g, h V *^Jl¥X7frxftJ *^y t KD^r 

±82 C 1 ] S2«0>ft-£?4& ; 
[0 0 0 9] 

[4 3 ±12 Cl] mmo-Mj£ (I) T-3l£ft£ftl^K 
C5] ±12 Cl] (I) fiSHSM, 

^ ic ft« $ ft * & & « v % ««e » « a* e> & s e> s « ft a: & &m t s 

[63 **nyn-x->f vh'Jy^^^^nynf'ft-f^: 

[7] ^*a^D-r>f^- i£#, M&&*E0^-a (TNF-a) 

^icMt-s%©©-oT^ »j, TNF-a &&mmmmmx'3bz z t 
s±s2 [5] mmommm 

[8] jffllK^«?lc|Si-s^©^R&xt;/^fett?&SeK:, ±12 [l] mm 
O-I&jZ (I) ®^S:tMt5^i: ; 
[0 0 10] 



ffiffiE^ 5 ? 10-3108 1_5 6 




10—218676 



[9] TIB-J8B5S; (IV) : 
lit 1 7 ] 




n , r 12 , r 13 &tfR 14 &@»©irii3i-e** r 3 „ r 4 % R 5 ^r5R 9 ic^ti^ti^ 

&-T&*\ &£V^i±ga-|S5£ (IV) T^£*l-5>fbliM&£. mMic^y R 11 , 
R 12 , R 13 X.m U ZBtfKD-gffimT'&ZR 3 , R\ R 5 &tfR 9 lC-£*l^*l^& U 

r 11 jiflBR 3 ^^^©*^ 2b2>wzumztitcykmm. &mt< titer r 

!-c A ) fii7;^i/>S, -holi7i-;i/(c f c 4 ) ®®.Tfr*u>m^ &m 
2tit=.7$ yggKCj-Cg) r;i/=Sr;i/S, -hng&(c r c 6 ) mnts 

g&^^KCj-ty fiiR7^i/>S, ^$nfeyT-KgSKc r c 4 ) 

s/fg&(c r c 4 ) ^s^r;^^;l/ST*sg|$tLTv^S7x^;l/(c 1 -c 4 ) <g&7;i/=¥- 

_2 2 tfiiE4$¥ 10-3108156 
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c 4 ) 4&mTji*r\s>mzmL. 

R 12 tt, ±iaR 4 ilf^^© : fo<Z) > 3DSV^£«M£*l£fc Kn^rS/gSKCj-Cg) 
R 13 ±IBR 5 ^H^©=fo©, $>SV>li^0$tlfe^;i/jJ<^r^gil(C 1 -c 4 

x-e is &£t>te -x-a-e i (rzt- x&t*A i±, t&KiiHSIlre**;, e a, 
-hni, ^r;i, r^yg, m Kn^xcj -c n ) 7** 

/Hk fiwstifcrsygk ««anfcyr-Fa£, #«3*ifc7ss?y«, « 

lo 0 1 1 ] 

a 0] ±aa [9] (iv) ics^t, 

R 10 (Ci-Cg) 7 /u ^yvjvm. WMZti1t'<y*?Ji& 7it'> 

R 11 tt, R 3 iH^S^©%©, &S^tt:«03n£?'7- K:7 a:^;i/h y 

>7i^h'J^f 1/>S, ««snfcfc Kn^i/^f l/>7x^ h y**-l/ 
#M£*i£:7^ J **vy<yVfrm. i/7;7x-M^U^f 



10—218676 



tLfri*-hw<y$ *ruym*mL. 

r 14 r 9 £hsi*cd%©, &mztit~T$ ;i, ^s^ti^TK^s, -x-f 

g&SVMi -X-A-F g X&tfA », tMB£RI*an?»*K r. h n 

T^y«. ««atifeyr-Ki6, ««3*ifcys$?y3k ««atifcr-feh>f 



[0 0 12] 
CI 1] TfB-jK^; (V) : 
Hfcl 8] 




Kn**A»#*«©:iA*IMM»flEfc, TSB-«^ (HI): 



.2 4 10-3108156 
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litl 9] 





fg£T'&5R 3 , R 4 , K 5 &m 9 \Z*ti?nm&-tZ>Z£*:!®m£TZ>, JtlH Cl] 

R 11 ~R 14 tt, _tiB C9] fH«©=b©i:l^«aS:«-rS] ; 
[0014] 



w«Rft-.s2 10-3108156 
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ci 2] rm-m^ (vo : 

at 2 1 ] 




[5S*f», R 1 . R 2 , R 6 ~R 8 fcfc, _hlH [1] IH^O%C3Di:^g|$:^L, 

r 11 ~r 14 jtaa C9) ia*UD : &©i:HSi*£W"r*] 

[0 0 15] 
[13] TfH-JK^; (IV) : 
[ft 2 2] 




R 6 ~R 8 tt, ±m CD HSII&^U R 10 ~R 14 tt, JbfB 

C9] l2«(7)*©i:|^S^$:^-rs] 

[0 0 16] 



-.2 6 



ffiIE#¥ 10-3108156 
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[14] rm-m^ on : 



[fl;2 3] 




-e^stis zuwmnmfot. rm-m^ an): 

[0 0 17] 



[ft 2 4 ] 




(m) 



jr^c (iv) t'^s^s^ * fettle ©^©ss^s 
[^^, r 6 ~r 8 &, _hSB cn mm<D*)<DtmmmzmL. r 10 ~r 14 ±k 



iftfxftfcaZ. 1 O — 3 1_Q 8 15 6 
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CI 53 TiE-S&5£ (III) : 
Ut2 5] 




R 6 ~R 8 &, ±m CD mmo^&timi&mzmL, r 13 &#r 14 «, ± 
ta C9] mmv^cDumMmzm-tzi 

[0 0 18] 

Ci 6] (i) C3;tK R 1 i*ykmizfci*yl<.mma>ftn&*&v* 

R 3 li*iit. TfcSfSIXttggKD (c r c 6 )T^^^S, 

c 6 ) y;i/3f 

(c 3 -c 6 ) i/^urjv^n/^xit^T-u^-^f ? y/m«:*u 

R 7 tt, tK^, *Sfc^ *g&Xlig&0> (C 1 -c 6 )T^*/i/», *S&Xteg& 

R 8 ii, *i5t, tKS&S, *g&Xteg&© (c 1 -<: 6 )y/i/*^lt, *g&Xtefi& 
cdt y-MCj-Cg) y;i/^p 

xiiCCj-Cg) y;i/3f l/vS&^U 

2 8 ffiIE4#¥ 10-3108156 
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Y& -A-B mtlfcl* -B mZ&L (ZIZIT'A li. (Cj-Cg) 7;^1/>1, >f ^ 
[0 0 19] 

(17] ISflB— (I) IC^VAT, R 1 &tfR 2 #*irt*&>K 

V*?y- ^i^-f ^ J *y* *?-vy^ p-* hJcisijJVtf-ji? x. 

A/7ai— ;i/hu p-a/wi^ h y uy&. ^/i/jfcy 

R 5 #*^;i/^ */9n-7u\£fr& 2- (N,N-s;^^;i/T^ x^l/>S. 2- 
jjjitfirZ/^uym. 2-t K n * ,1- 

3LTi/ym. 2-n Kn^r v-i- ^^;i/x^u>^, 6,6-if x*** 7-6- t Kn 
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3f i/^s 5=" h 6,6- b^X^^^^-6- tFn^i/^ 

R 9 tt, *gfc^ 7^^> -X-Y ST?fc»J, 

$K>f/i/3k K>x-f^K>f;vS, t^x***/ *^y s»3k -y-i^x^/i/if 
x***; *^y bya^/i/tr;****; *?-y 2»as, -r-h^^^;v 

g. 2-*^;w $ #v-;i/-3- >f;i/lt'fe»j, 
[is] iB^©<b^r#j ; 

[0 0 2 0] 

[i 8] tiriB-ttss; (i) t^sns^, aft 
&L±GH£&to&mto&&£.i'~C'&mwhv v v tu^u^-j -r—em (mm 

Ps) XttflMHR^EH^- « (TNF-a) 3m»*©*Stt&BMM"*-fc&4* 

I) TfSSnsft^ftfe^tf^ MJ 9 * n^nf >f t-tfJB (mmps) Rtf 
/Xttffi5&^?60-?- « (TNF-a) |£SW3R©*Stt«:MF'r* - £ fe4*«i:-*"* 

[0 0 2 1] 
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[2 03 !MB-tt5£ (I) <Dlt&%KDm&&T*&^T. 
Ut2 6] 




I 



, -m&{mT*mznz^*TMt&®£^tc.®.. mac^y r 11 . r 12 . r 13 

CIHfcU MMfCfcU, R 11 , R 12 , R 13 &tfR 14 £SI$©irfg2re&£R 3 . R 4 

. R 5 &m 9 c*n^n^m-£r££^&£^£-^a) 
its 

"•3 I ffilElW 10-3108156 
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r 10 »*, ij)v#*ci/)vm<D&mm ((Cj-Cg) r/i/^/Hk ^y^jvm. ssi^ 

r 11 m 3 tmMmi)\ ^r^t^m^^p-irr-^y^-^hv^^-vym. 
umzftt~?-yT—F*^i<'y7*—)\'hv*?-i/y^ ^m^tif^p-r ^ j * 
fi/>7x^h'j^fu>s, &mtmt~?-T$s *3-uy<yi?frm. urn 

r 12 i±R 4 iH^sa*\ ifdi«lStifctKD=Jpi/t^^^f u^I^U 
r 13 iiR 5 hi^S^*\ *fel^M^ti£:2-*;i/^i/ai^i/>S> 

R 14 l4R 9 i:H*iSi^, -X-GS*fett-X-A-GSS:^-r (ZLdT* X&tfA ttltflBil 
[0 0 2 3] 



3 2 
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[2 1) «flH-ft«: (I) (Dit^<Dmmmx^-ox. 



[ft 2 7] 




I 



MlC<fcUR n , R 12 , R 13 &tfR 14 &g&<zmfg«T*&£R 3 , R 4 , R 5 &tfR 9 « 

r^r 9 ^ r u ~r 14 titular iM^re&s) 

[0 0 2 4] 

±aa— (i) <Dft-&4&©e> %ctt» T8B©*T?a*3*i*J:5£* *t-^s 
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[ft 2 8] 




*&m<D&£ bV^^ltf)— OlCfc^Tte, ±fBft^&(I')lCfcV 1 >T*T*at£*l 

fe^^tt^©e>*>, (i)&^(4) <Dmmx'itRmnxitsmn<o^(D. (2) 

©^T^SIB®©*;©, fit (3) ©^IliT'ttSIIgtf) e>*l5„ 
[0 0 2 5] 

[2 2] T«-«55 (I - 1) : 
[ft 2 9] 



R a 




10-31 
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c^tfj, r^r 3 , r 5 , R 6 &tfY _hia [i] mm(D^<DnmMm^ir^^<D 

ru-MCj.Cg) r;i/^ri/>s-es>y, y #-a-b^t*&-5^-££>-a- ga>e>*># 
ic#£ Lv^©i:LTi±. (c^Cg) y;i/=* b >>f ^ y *fcii>f $ y St*, -b 

[0 0 2 6] 

[2 3] ±|B [2 2] mW.O>—W& (I-D T-mZftZft'S®. 3: fete 
[2 4) JLSB [2 2] IE^0>— (1-1) 

[2 5] *#nya7M vh'Jv^^^*n^nf>ft-?a 
i:£4f&£:-rs±fB [2 4] IB^©|SS^; 

[2 6] ^^D^nWt- agf^5EH^— a (TNF-a)^i 

i-^±ib [2 4] nmomwm ; 

[2 7] jffiSS^tcH-rs^^^K&fiL^/^fettt&aeJc, _hia [24] 
IB«©-jK^: (i-i) ®fb^^fflt5z:i: 

[0 0 2 7] 
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[2 8] TIB-JKjS; (1-2) : 
lit 3 0 ] 




[0 0 2 8] 

[2 9) _tgB [2 8] g2«<7)-j|2^; (1-2) T?*S*l*fl;^4&, 

C3 0] ±ia [2 8) iai$<z)-®3S; (1-2) tusnsft^*, 

[3D *#n;/n-r-f 7MJyir^^*D^af>ft-^3B 

££#&£-r£_bfB [3 0) IB4fiCDiB«m ; 

[3 2) **n^n7M^-i£#, ffi3»a5EB^--a (TNF-a) 

,3 6 ffiflEW* 10-31081 E6 
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-T5±i2 C3 0] I2®<Z>|JI^M ; JkXf 

[3 3] JffijfS^lCS-r^^O^R&SL^/tfctt^^, ±12 U 8] 

[0 0 2 9] 

C3 4] _L!E [is] &m<D-&& (iii)-e*sn*fl:-&« Cteu a;* 

0 , R 6 , R 7 &tfR 8 tt, ±12 [13 fa^^^CiKa^Sr^b. 

r 14 r$;i> -x-G3£*fc& -x-a-g i&^t (rrt*x a, ± 

IB [13 a tt, g&snrvNTfe «fc v^-Cg) y;i/ 

*i/>ak >rs;«, a^a:«*3ftT^T*>j:v*(c 1 -c 6 ) y^^i^w 

[0 0 3 0] 

[353 _tia' [3 43 mmo-miZ aiDTSsn*^*. 
[3 63 ±12 [343 awz&znzit&m. 

[373 ±12 [3 43 fB«©-iK^: (iii)-e«ansft:^«. 
ic bps $ *i & % & v % J* e> & -5 mm* e> a tfn it&to z 
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[3 8] JiiB C34) mm<D-m& (Ul)T-m.2tl2>it&%B> $Lfcl**<D 
[3 9] #JK^«|lCS-rS^©^R&&^/^fett^tC, ±« [3 4 
[0 0 3 1 3 

±m-m^<o^^ m^t-m*. (i) , civ) (vo ©as^or 1 , 

R 3 R 4 , R 5 , R 6 , R 7 , R 8 &T*R 10 tlT % J: V^y ;i/3f ft, 

l MJ£*_t0>S&S (ffi&^i: IT ttTIBTi&fB-r S <fc e> ^=b©^ ^illitiS z: £. 

-e, L<tt i#M 9 filAtf, x^;i/g, ^nifM 

, >ryyntf;i/S, :/^;i^> -fv^fM, sec-^;i/g, tert- )vm 
, n-/OfM, >fyo^/i/ak ^s/ji/at, 

[0 0 3 2] 

±IB-^^k^> #icii-iK5£ (i) , (iv) jk& (vi) tf>ft-£%<z>*tf> 

R 1 , R 3 R 4 , R 7 , R 8 ^t5R 10 <Z>'#. rg&3;TiTV^*>«}:VN7^;i/= 3 f/l^J tt. 

x \trmxmm-t z £ e> bm&nz z. t #t*£ *) -eg&£*iT v>t 

7U-;U3&#(Z>^iiiim> b < tt 6 TJrM 1 0 T*. b < Ji 6 ^ 

feU. T/l/* ^L<ttlM8T\ 3g^^*b<ttl73r 

^KlJ&T^;i/^r;^i:bTtt. ttj&Kg&3*lTV%T=&<}:V^x^;i/ (C^) 

<£&r;i/3f u>S (7x-;« (c r c 4 )^T^^;^) flla-tf 
„ s<>i?;v. 2 -xii4 -n hu*y*?fr. 4 h 

_3 8 ffifE#¥ 10-310 
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[0 0 3 3] 

JtfB R 1 * R 3 * R 4 . R 5 . R 6 . R 7 . R 8 **v>ttR 10 rp<D rg^|$tiTV>T* J: v^r 
[0 0 3 4] 

3r*/J]Jl7$-;vmi IcfcttS rggS£4xTv^%J^7^;i/*;i/8S:a\l «U -fcfB 
, m rg&£*vTV^*>^r^;i^n^>:*j;i/3#rL;i,gj £LTH:, 

3r # ;i/;K-;i/;gLtf#;&Kg#l£ *it v> t =b <fc v^ -7 a: * n 3f 2/ * E 
0 [0 0 3 5] 

(i) ©tt-^eDR 1 ^ r3M<z>g«l^%:^i-si/y;i/«j ^ 
v \ 7 y - tf/ x teg& s ti t v \ t % <fc v * t 9 * /i/S & ^ -r £ % © if 

ZL*l£>GD@&#(D rgg|;*;ixTV%Tfc<i^7^;i/3r;i/£j tt. ±SB© : fc© 
£|i^©*;©fre>^tf*l3tj©T?&<5. ifcfcMg&^tf) rg&£;ftTV^4-><i:VN 
T>H/ 3f,H/gj *>, _tfa R 1 , R 3 > R 4 , R 5 , R 6 , R 7 . R 8 &£ VUiR 10 tfKD rg&£ 



WfT«^a2 i 0-3108156 
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[0 0 3 6] 

$e>tc, mu&fto rg&StiT^T^J^y y-;i/gj ±ibr 1 , R 3 . R 4 

, R 7 , R 8 &5miR 10 <D rg&3 tiX V^T % <fc ^79/l/3f /l/gj © ij 

h'J^f;i/i/'JM, tert-^/b^^/i/S/y /i/g^o.fceifc h y r 
;i/ ;i/ s/ y tert - ^ ;i^y^—;i v y jim^ft i^T^^^yu- 

0 [0 0 3 7] 

±IB-«5£ (I) <Dit&%l<»tp<D R 5 &tfR 6 <Z>*, rgg|3;ixTV>T%J:V^> 

^ny^dp^Sj tt, H@£Lt<z>fig|g (g&«£ LTteTfeT'^-f £ <fc e>& 
y^-jvm. s/9w^*i/n/&* t/9w\-?m& [2.2.1] u^y'^-jvm 

[0 0 3 8] 

♦ ±S2-S85£ (I) <D{t<&ft<Dtp<D R 5 &tfR 6 0>cK rg&^T^T^V^ 

, 5-, 6-*fctt7-mii©t)0««*w r e»n, ^ttjcttw s *v-/i/, t: 9vr-/i/ 
, >f^#vy>, >f$*vy$?>, try^>. bry^s;>, ^>x>r ^ #V-/v 
. ^f!)^, ^u>, i,3-s;T-^fcf>. rs?ys?>, ra^-vz/ 

4 0 EtJUff 5 ! 1 10-310815 6 
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3d 5 ^ - if <Z>ttft<Z>9t <Z>16£- L fcmm<D *>(DX2b 

^a-;i/. trays?:/, trus?>, fh5tKnk:'jy>, tr^us;> 
„ r-iftr>, k-;k ^r/u>, ^fy^yjx ^jv^vy. if^yy* 

[0 0 3 9] 

±IB-JISS: (i) M (iv) ©fc-^fcoR 1 *© r7K^©^g|«j XttR 11 

&r*R 14 #© r^^tifcTKKSj © mmmi w#i^£©#i?t*3!si#ic 

«¥LTi^*«rig*=fo©. aici 3 te£<DjvjxmMmx&3knimte*)<D, 
mm/wmx*&3k ^sm^ ©, ^Mirei&^Brfgfc*;©, nxtts^as-eBSt* 

TO*:*©* ft, "Ot^/i/, 2,2,2- m; ^nnnih^rS/^;i/jK-;i/ 

, 7 y n^f S/;*j;i/2}>— ;k 2 h^S/m h ;k *;i/^;k 7W/k 

^□nm^, £^nn7-lz^;K h y ^;i^^if^#if bns. ^iibTH 
, £4^Jft-r&fc>-£M^#T (Mill £#l*l^iMglcj:5M; • «7C»«v> 

t&nmi £i,x\$. ±m rsm&ww&zm-t&isvjmi , 

£ftT^T=k«i:^7^;]/3r;i/^j , fh7tKnif7-;vS, r@&£*iT^T 

[0 0 4 0] 

±ia-jKS: (I) &tf(IV)©ffcilr^©R 2 , R 5 , R 6 , R 11 , R 14 &£VM*F * 

, r7^yg©#0gj ^8h^£©#^T*^#ic£tfn©fc©, * 



10-218676 



;ff~;K h'Jf;i/, tert-:f h**/:*j/l/JK-/l/, «AWC, afc/l/^/l/. ZUUTIl 

^jv. $;^^□T-fe^;l/55;H(Z)'eE^^c/^^y>"eSglsnTv^r : foJ:v^(c 1 -c 6 ) 
-;K 2,2,2- h U ^nnx h^*/*^— ^/<fcif©rA/=i^^*/i'3K— ^ 7 

5 v * <d y° u h y tffln £ ti <z> =fo © £ ^ b e> s £ * t=. l« tl ic ^ c 5 s 

« *X tc % <D # Vf tl £ o 
[0 0 4 1 ] 

. «*tf*^;i/7*v, 3l?-jvt$j. >f v^ntr^y^fc^N — {g&(c r 
c 4 ) «it«7ai-^T5 ^*^©N-ry-/i/r^/, fli^tf^ 

yy, tr^y^y, tr^^^y, n-^x— zi/i^^s^&if©!©*^^^ ^ 
T-VJtzZ) > 75i?;i, y*>;w^hM;i/g yiz h>f $ K>f /i/ 

g % :/ntftf>>f^ K-f ;i/gfc£©<S*SR(c 2 -c 5 ) y;i/#>g^*>il#2*i£:%<z> 

) , /\u¥>( m. f, ci, Br , r.hn, flaRCc^) y^n^rMS 

4 2 ffiSE$f¥ 10-3108156 
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, <s*R(c 2 -c 6 ) tji%; a k***/^ mk 

(C r C 6 ) Tnsn*ri/i3)\/i£—)\,**rZ/m. 7KS*S##M£ tlT V>T <fc V^3^^*7J^ 

0 [0 0 4 2] 

-t«3-tt^©<fb'&<», 4#&c»-8S5£ (I) At? (IV) <Dit&®<DtpO* . a & 
BODtfi, rgglSft-o^fc ^(Cj-Cg) T/l/*l/>3Sj T@g|$nTVN 
T*)J:^-7a::=.l/>Sj . L/T rg&SJvT V*T <fc ^ (Cj-Cg) Tfr*rU>J 

% <d <o e> *> a* b 3§ n s i £ # t? £ s o 

[0 0 4 3] 

±ia-JK^:©ft-a-^ #ictt-jK^; (I) (iv) ©fls^*©if>oB 

%<i:^y;i/*;i/**^#;w<-;t/Sj 2fctf rg&$;ixTv%T*><J^y^;i/3f ^3 : ■ 
[0 0 4 4] 

±M-m&oit&m. WKitt-tta* (i) (iv) ®^%©*©b 
, ^ni^*:/^ K-r ;i/gfc£<z><&&(c 2 -c 5 ) T^^iA^lts^fefe©' 
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[0 0 4 5] 

±IB-«5£©fls^to* mzit-B^ (IV) <Dit<&®<DtpaK 10 r*;^* 

K—i/ v y&fc. t77n^v>^, fi©^afcif©#*T?ftffi3ft 
j 3&if©tt>^e>38A/*e«M-r«ii:* c T*^*. 

[0 0 4 6] 

JtE-«5£©flS^«, #lCli-jK^ (IV) ©ft^^KOifiCDR 11 , R 12 , R 13 . 

R 14 &tfF r«fl[S4xfc7K»36j > r^iMStifcfT - KiS«l7 x-Mc r 

y s y ggKc^) ^£^y;l/^;l/«T*ilms4^Tv^S7xn;Kc 1 -c 4 ) <£^y;u 

) tei&y^^i/gTg&^Tv^^x^MCj-c^ <Si&y;i/3f , r « 
^^^ifeTKBSSSr^-rsia^xii^^CCj-Cg) y;i/*;i/gj , rfi^S*ik 
n Fn^ri/SSKCj-Cg) y;i/3f;i^j , mm* isU&i^ -c A ) 
fc*T/i/*/H£j > r^$^fen Fn^ps/MKCj-c^ &WlT , r 
#g^*i£ifxifcx*y t: Fo^s/^^y ^>g&(c r c n )y;i/3r;i/£j * r # 

FSj , rfi$^rv>VSj , r&mtstif-i&mrisJH 3. F>f ;i/^J . 

_4 4 ffifl^ 5 } 2 10-3108156 
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[0 0 4 7] 

tc*»w©ib^*tt^ ^ (i) (D^miz^mm^tEh. *<DfitmizmvT 
ftftm&ft^ti. xftmvfc&m*. ^-t^ft. 

[0 0 4 8] 

f&fls-hmzxkisTftfflizmm-rz* j^rcom^z^xit. &<<Ditm*.mz 
( 1 1 ) <Dit&ys<Dmm& iz o ^ ^ -r * „ 

[0 0 4 9] 



10 — 218676 



[fb3 1] 



R°OaC 



R 10 O2C 

vn 



> 



>e « 

R 10 QaC 
vm 



■12 



R 10 O2C COzR 16 



R 11 R* 
HOaC-M^ 



xm 



\ 



R" R 12 

RioOaC CQ2R 16 
xn 



12 



R 10 O2C' COzR 16 
XI 



S 11 R 



12 



o-M=o 
o 



XVill 

i I 



>12 



R" f 
R 10 O2C CXDsH 

. n 



r" ? 



12 



HOaC CQ2H 

xvn 



j12 



R 11 f 
R^OaC CQaR 17 



R 11 
\ 



XVI 



R 11 / 
Ho/cOgH 



XV 



XIV 



.4 6 



ffifEft 5 ? 10-3108156 



#5p 10 — 218676 



(±i2^;i/- mcev^t, r 10 , r 11 &&m 12 t&ffifcrasiire&y* r 1 

5 , R 16 £<fctfR 17 tt, -^■^l J g f n(^C*^<5V^^iM^^oTV^T<^:<. *;i/^=^ri/ 
M;U«&£*lTV>T*;«J:^(C 1 -C 6 ) T;V*;i/S, 'OS?/!/*, 

[0 0 5 0] 

(ix)i:-«8^(vii) ©va>^^x^^;i/S:r-^->fbbfc— ®a;(viii)<z>fl;-a- 
^££J&£-fc!:5z:h{c«fc y#e>*i5 (7\o^>i: bTli^^/^, &i£> 3 

^-hu^A^if) , >j^"?Ai/V vzfu tr/i/7^ k(lda) > u^-tfz*^* (hu 

b < teTKHt-ffc^ F U ^AJfeliA U ? A-tert-^ h 3f £/ KT'*5. 
m (m%.&. n-/\*-fr>*) , ZL-TJVm (flfX-tiU fh7tFD77> (THF) 

, ^#«s«fls**IB "01?>, h;i/:n>fc£) , t ^ F» (0U 

X.tf, V*3-n,ifrn/lxT ^ F (DMF ) , V*?-fr7M hT^ F (DMAc) ^) % 
_ . *7 10 — 3108156 
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[0 0 5 1] 

$sV>T'fb-&^(VIII)&— jRj£(IX)0)a- Aoyy^^dOggx^-^^tsjss 

mitfrmm n-^*^*) % x— ^/hh thf «) , ^mm 

mfcykmm («*.«, * b;i/x>&£) , T$ K3B dmf , dm 

ac^) , 7\n^>ftKft**IH ^nn>i*>, jrnn^f) ^ 

tf&MStU #£L<ttDMF ##tf£>*lS. ^JSSSttii^ -10~50TCT$>»;, 

0 yj*fc$#»i&2 i*ra~24i9iaTf»»;, #3^<ttioi$ra~2oi9iBiT*&<5. 

-HRsSKxii) ©<fc^«tt, -«^:(x) ©fc^4fcfcr-:r>'ffc#(xi)i:U/\ny 

i/jj)Vtf—JVT$. J -3- 3-F7°nA:/> l-/OS?/l/:*-3f 2/ ^/T^ / -5 

- 3-K^>^>, l-r h^n Kd tf^^;i/^-^ri/-8- a - F## # 1-x F 
3f 2/x S/-2- 3-Fx*:/. l-n-^;i/^^P^-2- 3- K:r # l-iso-7~ 
^;i/*-3f£/-2- a-Kx^>, 1-7 ol^ *cZ/-2- 1-t* F ^ n F n 

tr^-zi/a-^rS'-s- a- F7*nA>fc*?-£&5) , />ny>ft7^-^ (#* 

L < ttS/ ^ ;i/7~n ^ K (CgH 5 -CH=CH-CH 2 -Br), *9 V^a-^K [CH=C(CH 3 ) 

• -ch 2 -i] fcifTffcS) *fctt«fc3nfc^ny>ftr;i/4r:=./i/ C#*b<&-F 

ai/>t^;i/^n^ K (0 2 N-C 4 H 5 -GH=CH-CH 2 -Br ) , ^ h 2/ * ^/ JK— ^/ S/ > "t" 

*;i/7*D^F, i-* h^i/^;i//K~;i/7 3ix;i/-3- a- F7*aA>, i/yjt/y 
■j-s/uyn^K* irS/r y 7ai— /i/-3- a- K^d;^, ^7>"<>^i/^n^ 
F> i-/<>^;i/^-^ri/73in^-3- a- K7"n7t>^HT?$>s] iijKJS^^^^ 

[0 0 5 2] 

4 8 ffifE#¥- 10-3108156 
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m%.&. n-/\*-F>l£) . 3i-^)Vm THF , ^#««ft**» ( 

h;i/X , KS DMF , DMAc^f) „ /M3 

^>-fb^fc7K^a (09*. tf, ^nn^itx 9uuft&J*m *#fflv%e>*u 

#£L<ti:DMF ##tf«D*l£„ S/SiS&tejI^ -10~501CT?*».K #*L<ttlO 
~301CT*&&. 

£fcl$ISIB:fc«-r*«f*, J: IJ it?£30#~4 

[0 0 5 3] 

X--T\n/» THF *) , 5Sr#««ft*3Ra 'Oi^, 

, K» (MA-tf, dmf , dhac^o , /\ny>ftftfl:#*a 
, ^na^x ^nn*^) *gWBv*&*i*#, #*L<ttDMF 
o fcfcumtmig -io~ioo Tc-efcy, b<te-5~7oicr;&So SJWlSte 
tstsi^ »«c, siSfift*ifK:j:yii3Sfc*35i«aflir2i*ra~48i*ra*e«>y» 

;K x* 7-/1/^0 , 7^ KSI DMF „ DMAc^O , MXtt**:***** 

B£IST-&y, ^*L<ttl ^fS—lO^faT'^Sc 
[0 0 54] 
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nz> a r 10 , r 15 . r 16 &MH£mMmT*$>z>t>K -f&.^mu)(Dit^m^%^ 
iciiR 10 # tert-^;i/«, r 15 jkm 16 *^>^;i/S*^*lvn 0 mz.m 15 

3L*J-)\;m) „ 7 ^ K3I DMF , DMAc^s) , »«X»*S:«fetf *i 

[0 0 5 5] 

-«s$(xiv) ©ft^«feffi»Rffi:bT, »3g»t»rafrfcLT^ffl<fc-JR^(il) 

-M&aVOfc&m*. -«5$(XIV) ©3/\y|«»ftS (a) N f H'-S?S/^a 
a> f£ */;!/;& /l/sK *M * K(DCC) , l-xf ^-3-(3-^jl f ;i/7 5 ; W-*^ 
$ K«MMfc(EX- HCl)^©H^fe <fctfN,N-i?;*^;i,7^ If U 
♦ <Z>£g#£T, 7^3-^it^tSA\ (b) 5* (XVI) fetb'J^, ay* 

a. -feS/* jcJESltfe, /Nn^r r >fb7;i/^;i/*fctt^n^*>"fb'<>^;i/i: 
£J£-T*jM^B:, (c) ^b^^--;vi:7;i/=i-;i/^(Z)S^t5:^-r€>3i: 
tcfcy»3iT?£*. 

;K n-zfU tf;i/7A'3-;i/, iso-^O bf;i/7;i/=I-;K tert-^ 

;i/7;i/n-;K 7x;-ji/, k>^;i/7;h2-;k 7it^7^-^/, 2,2 
,2,-NU ^nniit;-^fe»j (*?£L<tt:, *#>>-;k :n*/-;K is 

o-7*nW^3-^ tert-y^-;i/7;i/:3-;i/-e&lK ££>IC#£L<&, is 
o-^ntf;i/7^=r-;i/T*$>-5. ) , S0*§&£**aT&ra-f 

5 0 ttiWIftsp- 10-3108156 
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fci&umizmn -3o~ior-e&y, &$ll<i,* -io~o tct-*>-& 0 sjstsraii 

$? * L < telOB£fg~15B#fgT*&5„ 
[0 0 5 6] 

-®^;(xvi) ©ft-s^te, -SB^(xv)©:n/\^t;xx^;i/£yri;*>ftL* 
* y ;i/ a - v F £ $ ■£ ?Kii8s;&nt- £ z: i: ic £ y SSBiT* # £ . 

^ ^-hU^A3&if) , lda , y^At^ (hu^^;i/i/U;i/) t^k, t;u*u 

MJ ^A^n/K^r^ F> ^S7 U ^A-tert-^hdp^K, # U ")Ai F3f F&if) 

(iiii thf ^> , ^mmm^mm (m*-&. *<ye>. 

fciO , T ^ FIB DMF , DMAc^) , Wf^itmityfrmm (iitf, 

t?&£„ ^mSttMit -78~o x:t$>»;, &$.i,<iz -70 — 10 ic-e&So 

• . «^&4B^~12!#I^T-&&. 
[0 0 5 7] 

^> , m— thf m) . ^mmmtTumm (ixii 

F;i/:r>fc£) , FSI (MtU*. DMF . DMAc^) , /\n^>ft«<ffc#*JH ( 
M;>ttf, i?^on^i(X ^nn*M) *««tt«sn, b < &thf t*& 

£. S^Sttjtm -78-0 TCT'&y, #£L<te -70 10 TCT'&So 

BLi&mmtmm-rzm'm. mm. fcfcum&Eiz&v&teztfMmz ^ra~48 

----- ~ FS 1 mi*4#5p 10-3108156 
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^ [0 0 5 8] 

— ««(XVII)©-ffc-&»H:, — «*(X?I) (D^m-kWL^^T-Mft^Z. 
y*Bin?SS. «*.«R 17 #iso-?"nfc:;i/3£©»-&, T;i/*Ui07K^«?K:J:oT 

*snbtfy>?A, *»fb*y9A. jKMteK*^-hU9i*, 7K*fl; 

JCffiHSttfcV^, FJH DMF , DMAc^) , 7/ba-/l,JB, 5=71/ 

T-feh>XJiin&©a-&*«ce&«. ^f5MS«jts -2o~i5o TCT?*y 
, &t.h<i* -io~ioo t;t*&s. &j&&i8rtt&& 5#~36BjrWe»y, 

<tt, 10^-24^^"e$>&o 
[0 0 5 9 3 

^J*#RI#i: UT^Mfc-tt5S;(II)©fi;^*ftt, (a)-jR^(XIII)©ft^«S: 
flttftH^*^ (b) (XVII) ©2?*^/d?>BI^&— jR* (XVIII)©»fc# 

(a) -«5£(xiii)©fc^4&fclR#irr*»cH:, hyai^r$>, N-**-/I/ 

5 2 ffilE#¥ 10-3108156 
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00 -«*(xvii)cDs;*^/3K>K^e)— «s;(xviid ©»jfc**s»ftbT» 
jt^wfrdD&ssJt-re^tt, m^h [j. org. che... 47, 4928(1982)] & 
##ic^J6T*£5o (xvi 11 ) £MJS£-££7;i;=i-;i/gm. tenuis 

tt&v^ x#y-;w n-^n^y^n-^ iso-ynfcf 

ai^-^;i/T;i/n-;i/, 2,2,2,- h y * nnx^r 7 -/i/^Tf&y, $?£l/<ti*# 

o 

[0 0 6 0] 



(ftsp. 10 — 218676 

[ft 3 2] 



XIX 



R 8 
OH 



.R 6 



HN xxi 
R 



,7 R' 



X" 



XX 



,7 R' 



r 18 nh ^Y-N Sr13 

O 

xxn 

















O 

m 



(±IB^;i/- MCfc^T. R 6 . R 7 . R 8 , R 13 &tfR 14 BiffBi:^^-e$>y 
, R 18 tt, fll^-tf tert-^^a-^rS/j&ZI/aK— MBoc) K> Vfr** Vizfr 
sK— /I/(Z) glXttail^^^^^S'A-n/sK— ^/3S*©T ^ y3£©4RII3£*^*& 
. ) 

[0 0 6 1] 

*l3t*ia#(iii) icfev^ R 14 # -x-e £&*vti* -x-a-e are 
e ^t^;s, ^.o/jK^ri/^fe^trt: Kn^ri/^^ i/>S-e$>s-^(xxii) 

5 4 ffiK^^ 10-3108156 



10—218676 



m*.iz. (a) e &&mzfrfc^ *^y i?z/m<Dm&> &n-zftt=. 4 

'-75 ^i-^y^-^Stibh^ixf^t'C^ix^f^feitfl'J > 
B*;:i:^/l/fc£©3Ey >^3:x^;i/tSlS-rsri:lC<};ySS^T*^S [Phosphoro 
us and Sulfur 11, 311(1981) #M ] 0 

(b) e tf&mznt^x***; t: Kn^ps/^^y ^>g<z>S-£ii. 

77^ b^WX??^ h^^tMJSi-SriltCJ:U$SigT*^-& [Phosphoro 
us, Sulfur, and Silicon, 113, 295(1996) #M ]. 

0 se>ic, (c) e & n&j ^ )v^^v>mx^^m^Kit, &nznt=. 

[J. Med. Che»., 31, 2193(1988) #M ]. 
[0 0 6 2] 

(a) &nzfrt^***&; s^stc^gii-s^-iN 4'-r ^ 

S/SiSSttiiSioo ~i8o n-e&y, ^*b<iii40 ~i60 tct^s. jK/&b# 
isii4«ffl-r«e(», sisaKfeifjcj: yji&5#^iB#is~8B£[S[T*&y, 

# ^b<«l^l^~6^|^T**>-5o 

(b) fl^£*l£:tr Fn*S/*^y 2?>IS©*^, 4* - 

juruv F*fe«**ify-n/^nu FfcDMF &jsv*TiMRs*is*ffc5?**-/i/# 

*no*;i/A^0 *ifimvfp>ti&. S*5fifl!tta« -20-100 TCT**y, 

'c k ^axftfeiE i 0 — 3108156 
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05x.«t^ FSI (fliAtf, dmf ^) . (fllxtf. i>^^;i/x--T- 

##tfe>*i£ 0 fcfa&mitMn -20—100 t:-e$>y, l< «-5~50"ct-&5 

. SJ&^l«#io#~24BirtST-&U, *9f £ b < li30#~8 
[0 0 6 3] 

tfbft. WZ-tt&it* * >>ui/*-;k ^bp-h;i/^>^^^— frteE&l&s. b 
jS^&£bTi;^£&&*(&£^£z:£#T*^ MZ.te7S.Fm (WX-lZ. dm 

F . DMAdg) , ^#^>fb7K^ , (M*. 

„ jgfSiSStejiS -20~50TCT&*K ^^b<tt-5~20X3-e^>So jR/S^fSli® 
SlO^~4^rim*e*>y. L< tt30^~2^ia"r$>So 

[0 0 6 4] 

m e> ft t=. * ;i/ * - ; Wb * £ r - * y i b b r=. << ^ # - ;i/ f£## & s m -r s 
*v&m*mitm (^ah *m4t->-bvv2±*z) , lda , yf9A^ (F 

3fS/F, -J-FU *A:nF*$/K, F U ? A^njJOf ^> F\ # V V A-tert-^ F 
3f*>F\ ;&U ^Azc F=*S/ Ffc£) fc^T^n^- F^£ffiv>&z:£#T-^ 

5 6 ffilE#¥ 10-310 
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[0 0 6 5] 

-«3;(XX)©<ffc-&4fcBU -jK^(XIX) <Mt&®<DT ^ J SIC Boc Z|, 

ay* a, iS5»*iR^hy by**, *»-fb*y ^Aftaf) ©# 

2 0~3<TCTf*».K #*b<ii-5~51CT**S. KiS«riai*3i»2I^M~24l*n 

t?*»j, L<tt6^fg~i5^fa-rs>€>c 

[0 0 6 6] 

<», (Cj-c^ T)v*)\sg (se>tc»*L/<tt^^iiT**) . (c 3 -c 6 ) y* 
) t;i/^p;i/S (a *>ic*f* b< tt2-N f N-s>**-/i/x^i/>3S, ««s*i;fc2-*/i/ 

#«S*ife6,6-fcf;Ofc;*jfcy-6- tFn*^Wfi/>it*«) *fctt<^ 
ttJS-rStt'&aifcUTfcJ:, DCC , EDC • HC1 . N-x h S/*/l/aK:=./l/-2- X h 

t/-i ,2- ytFn*;y> (eedq) , i-tFn^^>yb'J7i/-;i/ (hobt) & 

H-tFn*J/-5- J ;i/#*>-2,3- ^#;i/#=*W^ K(H0NB)f§##, N- 

ftx^/i/*- * ^#;ntfx;i/*: ©£j&t*£j**- s^m^e ; y/i/*;i/x 

^ "b »7 mfx^m 10 — 3108156 



4#32. 10 — 218676 



ttftizMmtte^ff. dmf , DMAc, B^x^;i,, ^x^;i/x— r ;k $;$rnn* 

jKJSiSgttji^ -20~5(TCT*fc*K $9F£b<& -15~3<nCT*&& 0 £j&B#l3li 
ii^ 1 B#ISI~24B#fgT*3D y , b < 2 B£tg~15B#fgT*&£o 

[0 0 6 7] 

&&*>*HcMI$K*fcv^, r;i/n-;i/^ (*#7-;k x#y-;i/^o , r^K 

^ DMF „ DMAC& if) , gmX&TKtfJS e>*K 0t. U < tt* * J -ft 

[0 0 6 8] 



fiJlE#¥ 10-3108156 
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lit 3 3 ] 




[0 0 6 9] 

vmmzn&o r 10 , r 15 , r 16 t«mfcH*irc**#, cairn ©ft 

R 16 ^2,2,2-M^Dnxf;i/S, R 10 &tfR 15 tf'O^S 

■x-zMtflt**. 

"4 S tf}|£itt¥ 10-3108156 
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, THF , DMF , DMAc, gmXttTKtfi^f *>*U * tl £ & M Vn£> £ £ 

3£l B#|S~24B£im-£&*;« #£L<lill$fS~6B#fgT'&5o 
[0 0 7 0] 

jKSM $ F(DCC) , i-x^;i/-3-(3-^^^;i/T^ 7 7n tT;i/)-*;i/jK^>f ^ Fife 

/<>^;i/r;n3-;K 7ai-^e/;i/T^3-;i/, 2,2,2- hV 9 n nx# ; 
-;i/^T-&& (#i:b<tiu 2,2,2-h^nnx3ty-;i/T^6. ) , 

^Jx.n n-/\3f-9->^) . x-f;i/S (Mx-tf, THF ^) , ^S^^b^HS ( 

h;i/x>fc£) , T^FSC DMF . DMAc^) , ao 

^yitmti^mm ^^nn^>, ^na*M^) ^£Mv>&z:£: 

ftjs-r sir**, fcfaumteziz&vm&ztmig imffi~2mffiT*&v. 

L<&3B#|^~15I$|^T*&£. 
[0 0 7 1] 

-jK^(xxv) (a) -jk^(xxiii) <DK>&®*mtimirz>i>\ 0>) 

-jK^(xxiv)(D<fc^^as^Wtcm3ix^;Hbi-s^tcJ:y#e>ns. 

(a) -«5£(XXIII) ©fc^tt&BtfciTrstCM:, *«tt***ftl*-rs. 

8e«fc**JB h;i/x>, mtfm-fhft, #*L<tth 

;i/x>-efes. £j&iSgteiiS7o~i50 r-e&y, i/<i*ioo -120 

6 0 ffiSE^ 5 ! 2 10-3108156 
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5 !%mT*$>V. L< tt2B£|S~3B£|gT*&£ 0 
[0 0 7 2] 

(DWr&7km&M£.£V, R 10 tert-^;i/S<3D©^T*«! ! S-r<SZ.i:C<J: US 
/l/*) , H-r)lM (M^ll THF ^) , FS (Mill DMF , DMAc^) , 

«ria^*>»j, #a^<iiii*isi~6i*ra-e&5. 

»«30#~24«rK|-e&y, #£L<1±1 «rlB~15«pia-e**- 
[0 0 7 3] 

«»Stifct: Fn*5/y$ >(&vi)£.BLJ&ir&z.Z.K:i: R 1 , R 2 

£>#MSi:R 16 0««U£&]BftttfC|&£-r&Btt'e R 16 te2,2,2-h V {'DDif 

dmf &mv^Mfg£ft&£{b^*^;^nn*;vA>f ^^AiijRj&as-ersri: 

^#^-fb*^3S (0U;Uf, ^>-t?>, h^a:>^if) . F£ DM 
F , DMAc^) , 3L~y^Jvm («*.!*, *?ttJl=.—T/l'PP) , A □ tfyitMitTk 



10—218676 



y^nn^?>t'fes. -20-100 icT*&y, #*b<te-5 

~80t;T*&&. £j£l$|gttSS5#~24B#|gT*&y, I, < &10#~ 8 B#|^T* 
, DMF , DMAc^) , X— r-^JH ^x?-;i/X-^;i/^) . An^^ 

-fbTK^ ^nn^^x *nci*;i/A^0 ^##tfe>ns#> 

~24«fia-e&»;, L<H:ioa>~5i$isi*e&*. 

[0 0 7 4] 

— jR^C(v) ©-ffc^*ti— jR*(mii) ©te^ft&flttxi^/Wfc-rsifcfc: £ y 
L < it i u£isi~ 5 ^is-efeSo 

♦ [0 0 7 5] 

«CKi»3S«fia# (IV) , (VI ) j&VMMit&to (I ) ©583i«SK:o£»i|!r<& 

o 

[0 0 7 6]- 



^6 2 



ffiU^¥ 10-3108156 
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*ra# (iv) , (vi ) jkxfMmit^m (i ) <D&&fr-h 

[ft3 4] 



R w OiC COjjH 



R 11 R* 

M 



H2N 



I 7 r,M 



O 

m 



r 11 o 



R W 02C 




IV 



HOjC 




xxvm 



n i Q r 11 d 




i 





























I 





(r 3 ) r? j^cr 9 ) 

.R 6 



R 11 O 



R'ONHCO 




XXDC 



_hlB^;i/- HCfcv^T, ^R^R 14 <Z>&S«U ttffBtl^S^-efeSo 



!$5fL 10 — 218676 



[0 0 7 7] 

i©Sl6K:tt«"rs*I^S9i: btit «a.fcfl)cc , edc • hci , eedq, hobt^ 
t^i/A^*-^^:©S)ST'£it5^i : E/'7;^^^I^f^i^ dppa^ 

ftmtfbft. l,<ttEDC • HCI T'fe5„ 
V^<, «jLtfT5 K5I DMF , DMAc^S) , 

itrntfrmm ^nn^*>, ?nn*;i/2^) ^amstf&ft*. 

SfSiS^ttitS -20~50rJT?aE>y, ^*b<tt -15~3(TCT*&5o MjS^ISli 
If 1 B£|g~24B£|ST'&y, $?;£b<li2B#|g~15B#imT&£o 
[0 0 7 8] 

mi ^ =¥-9- y Ic^iS? L fc*g?£T**G.JS-f 5 Z. hi K <fc y ^f&T* £ S . 
[0 0 7 9] 

jgg^TR 14 fcR^&SV^iR 11 £R 3 lC^&-«r £*§£\ fll^tfR 14 ##*Snfc 

_6 4 ffilE^^ 10-310 
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T^ySO^S^Boc St*$,Si^tt, TFA T'OmmiZ*. V tert-^^X 

So 

y^mitmm hlxj^ ? A^m. a &^<dmm zmm-tzz. 

^) . H-'rfrM (Mit\*. THF m) , 7^ (0!I*fcf, DMF , DMAc^) „ Wf 
fcv*#, 7$ DMF , DMAc^) , ai^jvm (MAH ttfiSx^;!/ 

fbTK^ (09;U;£, ^dd^^x *nia*;i/A^0 *#3*wr&*u 0*b< 

ttDMF SfSMSttStS -20~50t;-efey> U < tt-5~30 , C 

[0 0 8 0] 

-jK5£(xxix)<zMt£-^tt:, -$^(xxviii)©#;i/;ff>m£7fc8fcg£^Lfcfc: 

m/vX'm^z>zL£.&T'&2>&. mz.ittmwtxitn&o'O&fl'm. burns* 



4$ 5J2 10 — 218676 



^M-TSSi^i: M*-fc£DCC . EDC • BC1 , EEDQ, HOBTfl^, HONB 

mmfc, HOSuf§##, a-ffc>f y^^*S/*^jJ«— ^bx^;i/^-^ri/^;v 

„ #£L<l±EDC • HC1 T'feS. SJS^ttS/S©il^5:^tf1*. IKiftS:ig8?1* 
b«bS^T'fetltf^C«!llStt^V^^ \?m DMF , DMAc^O „ X 

Jim mm^/urn . ^-^nm mtui* ^x^;i/^-^;k 
^ ^^rf&n, ^^l<«dmf #jBv*e>n*. Mj&issttii^ -2o~2oic 

T'&y, #£L<tt -15-0 t;T*&&„ Sf5^iattilSl^lS~72^T*fey, 
b < tt 2 B£|S~48B#|S-e&£- 
[0 0 8 1] 

-««(vi)©-fb-&«ti»3i(*>rafit(iii) too fetse^juy^u^^ttWJcJ: 
b< tt'OSJii/lST***;, r 2 ^boc z it-fes. ) - 

ZlODjKJSJC^-rSiSS^ilbTl*, Mx.liDCC , EDC • HC1 , EEDQ, HOBTfg 

bonbh##, hosu^#^. mt^( mtx.+n' 

jWtfbfU 8F*L<liEDC • HC1 T'feS. 

V^*, (M*^ DMF , DMAc^) , aL^ftM WfU^^ 

tK^IS ^DH)i*>, *nn#/i/A*) ^jf^Wbtis. 

^jSiSgteiifgr -20~2<rc-e&y, #*b<tt -i5~o ict-fes. fiffiisratt 
its 1 «ria~24i*iaT*)y, b<ii2^is~i5^is^&So 

[0 0 8 2] 

(i) ©fls^tttt-K* (vi) (xxix) 

.6 6 ffiU4#¥ 10-3108156 
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R 11 £R 3 IC, R 12 £R 4 IC, R 13 £R 5 IC, 3gb<fcR 14 *R 9 IC^&-* £3gftC J: y # 

, «ittfr^/3-^/3H (**S-Jb* x.*J-)\sm) , T$K« (Will DMF 
. DMAc^) „ MXtt*#J8V^*U L/<tt^^^-;i/*fett»^T*«>So 

mm. sjsfiK*ifcj:yift3Qi**«ia«i«fiB~24i*ra , c*y. 

[0 0 8 3] 

s h u * a, j^ga* y ^ a. amit-r v y * a, ^ant* y ? a^©** 

f ;i,7 5 y try ©#^ETx^;i/T-fe h ££J&£i*r 

So 

fl:*** (0ff;ttf, ^nn^x *na*;i/A*S0 ^##Mfe>ft, #£b< 

ttDMF -e^So SfS^ttjlS -20—50'CT'fey, 0^ b<tt-5~30"CT*$>Sc 
[0 0 8 4] 



10—218676 



<Z)-T?tt&VN#. *>4l5 : Ifttt. JIM, HVmWt> Mfc, 

5gg?, y>Bfc i§-£lc«fcoTli, ^nif^ 

?x>gfc, T^3Mf>i, p-h;i/x>x 
0 MEWL* tW >»*if©3&«lfifcfc© 

;£«&SS s^^/i/rs:/, ^x^;i/y* >fc£©^y;i/3r;i/T^> 

[0 0 8 5] • 
>f v-, 77*ttitl, SaftftffiRA 

& nrnm&B* fimm&. &z*>m*. &n*mm «^ 

6 8 ffiiE^^ 10-3108156 
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[0 0 8 6] 

LfcU, S.O t /*^liS^5ES^— « (TNF-a) ^&S^i?£1£fc&;frlC#liaL 

xs/^tc\s-mm^m^- a (tnf- a ) wmwrnw^nt it^t^s. 

, 77*tt«3», IB^ffittftA *n-> 

, HIV^, JttJfcffi) > #*8ttflMt£. *JR*. 3o 

* fe tti&SL S 6 ic S & * * 3Rft © KrJh* if © fc «) ©& J9 *J 

[0 0 8 7] 

N a -[4-( t Kn^i/T^ y)-2(R)- >f V^;i/-3(RS)- **-/i/-9-*s/— /H- 
N e - r-fe b>f ^ F-<;i/-L- U N- *^/i/7^ K • 1 Mk% 

N a -[4-( t KD*S/7^y)-2(R)- >f V->^/l/-3(RS)- ;* *frVr V i/-M - 



10-218676 



[0 24 9] 

w&m 10 1] 

N 4 -[2- 7 $ J-US)-*7A/ijn/A^>( fr-fuVM-X 1 - HKD^f2/-2(R or 

s) _ [3 . (p .^ 7 -^fi / >7x-;i/) ^ntr;i/]-3(R)- >f y^nm^i/> 

T ^ K 2 

3(RS)-tert- [p-CN 1 ,N 2 -^/<> S^** 5/ 

;i/^T-K^^l^» 7 3i-^/] -2(RW V^nif/I/'S^-9->BI««fetf2(S)-ter 

FABMS (M + ): 478 c 

^H-NMR (CD 3 0D) Spp« ; 0.8-1.0 (6H , ■ , CH (CHg) 2 ) , 1.1-1.2 (4H , ■ , 
CH(CH 3 ) 2 + C-CH3) , 1.3-1.7 (4H , « , CH -(CH 2 ) 2 ) , 1.90 (61 s , CHgCOgH 
X2), 2.34 (liT« , CH-COK 2.4-2.7 (3H , ■ , CH-CO + C 6 H 4 -CH 2 ) , 2.73 ( 
3IU s , N-Cfl 3 ), 3.2-3.4 («. CH-NH 2 ) . 4.28 (1H, - , NH^CO) , 4.33 (2H 
, s , CH 2 -NH 2 ), 7.19 (4H, ■ , ^S^-H) „ 
[0 2 5 0] 
[!S5H«10 2] 

N a -[4-( M Kn*J/75 y)-2(R)- >f V tf;i/-3(R or S)-[3-(p- ^T- 
F^f U>7i-;V) -fXi^M f ^i/-M-0-(2,3,4,6- fh7-0- 7tf ^/ 
-/3-D- iOl/ntT^v/ *//I/)-L-feU> N- ^^;i/T^ F 1 WfWl& 

3(RS)-tert- -f*fr** i/*frX=.»G- [p-CN 1 ,N 2 -^> y;i/*3f 
/l/^7-F*^l/» -2(R)->f V^ntr;W^ri?->^i3«J:tJ t N a -ter 

t-^^/*^2/*^/sif-^-0-(2,3 f 4,6-T-h9-0- T-fe^/I/ -^-D" ^3 If 9 
;i/^-L-t'J> N- *^;i/T^ F«:fflv^T^83S«23i:ra*©*f^«:fTV>a'feH 

FABMS (M + ): 795„ 

*H-NMR (CD 3 0D)8pp« ; 0.8-1.0 (6H , ■ , CH (CH 3 ) 2 ) , 1.1-2.1 (17H, 
CB(CH 3 ) 2 +CH-(CH 2 ) 2 + CH 3 C0-X4), 1.89 (3H, s , CHgCOgH), 2.35 (1H, ■ , 

l \ 6 ffi§E*#¥ 10-31 
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£2/-2(R or S)-[3-(p- ^*T- K^f U>7x"jl/) :7n fcOb] -3(R)- >fV^n 

^;i/**$/>y^ F 2 g*&& 

3 (RS) - ter t- 3f */ * ;i/ - ;i/6- [p- (N 1 , N 2 - *;/<:/*; * 5/ # ;i/ 

'i/^r-F^^i^>) y^—M -2(R)->f y^'ntf;i/'\^r-9->^^<fcU t 2(Rs)-te 

N- F£ffi^T§gitM23fc|i^<D|^£^S&@#tf> 
FABMS (M + ): 492„ 

*H-NMR (CD 3 0D)6pp« ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.1-1.8 (11H, ■ , 
1(CH 3 ) 2 +C-CH 3 X2 + CH-(CH 2 ) 2 ), 1.89 (6H, s , CH 3 C0 2 H X2), 2.27 (1H, 
i , CH-CO), 2.4-2.6 (3H , ■ , CH-CO + CgH 4 -CH 2 ) ,2.72 (3H, s , N-CH 3 ), 
L21 (1H, ■ , NH-CH-CO) ,4.26 (2H, s , CgH 4 -CH 2 -NH), 7.0-7.2 (4H , ■ , 

[0 2 4 8] 

vmtmi o o] 

n 4 - [3- t ^ ; -2,2- s?*^;i/-i(RS)- /*=e>f fr-fnVM-vi 1 - t 

Fn*S/-2(R or S)-[3-(p- ?T- F^^- U>7 7°U tf;i/]-3(R)- >f V 

/ntr^^2/>T^F 2 flm& 

3 (RS) -tert- JV* *r */ * >H/df - A/6- [p- (N 1 , N 2 -^ > ^Vl/* * t/ U 71/ tf- 
l/^7rF^fl/>) y^-M -2(R)->f y^nifA/'\^>Kfei:tF2(RS)-te 
t- ^;i/^-dri/?!j;P^— ;i/T^ /-4- ^-3,3- 
^^l/^^N-* 3^1/7^ F£^T$g^M23t|l^<D!^£^SfeH# 

FABMS (M + ): 506 o 

1 H-NMR (CD 3 0D)6pp« ; 0.85-1.0 (6H, ■ , CH(CH 3 ) 2 ) , 1.1-1.8 (11H, ■ , 
1(CH 3 ) 2 + C-CH 3 X2 + CH-(CH 2 ) 2 ), 1.90 (6H, s , CH 3 C0 £ H X2), 2.31 (1H, 
i , CH-CO), 2.4-2.6 (3H , ■ , CH-CO + CgH 4 -CH 2 ) , 2.6-2.8 (5H , s , CHg- 
H 2 + N-CH 3 ), 4.22(1H , ■ , NH-CH-CO) , 4.28 (2H, s , CgH 4 -CH 2 -NH) , 7.1- 

.4 (4H , ■ , ^mm-i) . 

14 9 ffllE4# ¥ 10-3108156 
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■ , CH(CH 3 ) 2 + CH-(CH 2 ) 2 X2 + C-CH3 X2), 1.92 (3H, s , CHgCOgH), 2.23 ( 
1H, ■ , CH-CO), 2.45-2.6 (3H, ■ , CH-CO + C 6 H 4 -CH 2 ) ,2.70 (3H, s , N-CH 
3 ), 2.89 (3H, s , N-CH3), 3.56 (2H, t , J = 6.3 Hz, N-CH 2 ), 4.01 (2H, s 

, CH 2 -NH 2 ), 4.3-4.4 (3H , ■ , C^-CHg-NH + NH-CH-CO) , 7.18 (4H, ■ , ^ 

#5^) - 

[0 2 5 3] 

mmm 105] 

N a -[4-( H F O ^ S/ T ^ y)-2(R)- >fV^f;i/-3(R or S)-[3-(p- itJl/A^ 

A ;i/7iiib) -7u\£.M W $/— /H-l-v Vy n- *^jit$. K i #fi&i£ 

■ffc-a-^65 (300 «g, 0.592 «mo1) £28% T^^E — (30 «l)t?g-£L, 
lOHB80l#PL/fe. 0.1NMKC»#U »7A^D7h 

^9 A( ^±S/ U */7it¥ Chroaatorex 0DS-1020T ; 25 g, 1 frb20% % Z J - 

1 0.1% mm*mmr*m8!>) zm^mm®.. at*stt«-r*^i:cj:y a^H 

FABMS (M + + 1): 493 . 

1 H-NMR (CD 3 0D)8pp« ; 0.8-0.9 (6H , ■ , CH(CH 3 ) 2 ) , 1.05 (1H, ■ , CH(C 
H 3 ) 2 ) , 1.2-1.8 (12H, ■ , CH-(CH 2 ) 3 + CH-(CH 2 ) 2 + Cfl 2 -CH(CH 3 ) 2 ) , 1.92 ( 
6H, s , CH 3 C0 2 H), 2.20 (1H, ■ , CH-CO), 2.53 (1H, ■ , CH-CO), 2.65 (2H, 

■ , CgH^Ciy , 2.71 (3H, s , N-CH3), 2.86 (2H, t , J = 7.7 Hz, CHg-NHg) 
, 4.21 (1H, ■ , NH -CH- CO) , 7.25 and 7.78 (2H each, ■ , ^=#^-H) „ 

[0 2 5 4] 

mmm 106] 

N a -[4-( tFn^j/r^H(E)- >ry^ , ntr^/-3(R s)-[3-(p-t^ ) 

6-(p- KyVn,**ri/i3jm— ;i/T^ J 1/>7i- ;i/)-3(RS)-tert- -f*f- 
FABMS (M + + 1): 451 . 

" i\z muftsp- 10-31 




10 — 218676 



CH-CO), 2.4-2.7 (3H , m , CH-CO + CgH^-CHg) ,2. . s , N-CHg), 3.76 

(2H, ■ , CH 2 -0K 4.0-4.6 [7H , ■ , NH-CH-CO + CHg-i, + 2-H, 5-H and 6- 
H (glucopyTa^osyl)] , 4.9-5.3 [3H , ■ , 1-H , 3-H and 4-H (glucopyranosy 
1)] , 7.1-7.3 (4H , ■ , ^##j-H) „ 
[0 2 5 1] 

m&m 10 3] 

N a -[4-( tl Fn*£/T^ J )-2(R)- >fV^n^l/-3(R or S)-[3-(p- ^T- 

^fi/>7i-ii/) -futZM -fr* i/~M -o-( /3-D- ^;vn tf^ J i//i)-h- 

FABMS (M + + 1): 628 „ 

*H-NMR (D 2 0)8 P p« ; 0.7-0.9 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.7 (5H , ■ , CH 
(CH 3 ) 2 + CB-(CH 2 ) 2 ) , 1.80 (3H, s , CHgCOgH), 2.17 (1H, ■ , CH-CO), 2.4- 
2.6 (3H , ■ , CH-CO + C 6 H 4 -CH 2 ) ,2.71 (3H, s , N-CHg), 3.41 [1H, ■ , 5- 
H (glucopyranosyl)] , 3.5-4.0 [7H , ■ , CH 2 -0 + 2-H , 3-H , 4-H and 6-H 
(glucopyranosy 1)] , 4.2-4.4 (3H , ■ , C^-CHg-NHg + NH-CH-CO) , 5.26 [1 
H , ■ , 1-H (glucopyranosyl)] , 7.20 (4H , ■ , ^Hfl^-H) 0 
[0 2 5 2] 
# [W&m 10 4] 

N 4 -[4-(3,4,4-h'J^f;i/-2,5- V**V- -f S *VU *;>-l- -f /b)-l(S)- 

*^;i/#;wt^>f nzr^M-n 1 - tKn^fi/-2(R or s)-[3-( P - yy-K*^i/ 
yyx.-M ^n^^]-3(R)- >f Vzfv tr;i/^^ i/z/T$ K l 

3(RS)-tert- ^^^^i/^^-^e-tp-CN 1 ^ 2 -^^^^^^^^*^^- 
jlfT-Ft^lsy) 7x-/l/] -2(R)-- f y^"nhT;i/^^-9->KfcJ:t) r 2(S)-ter 
t--77-;i**i/*)ltf-)VT$ ;-5-(3,4,4-h'J^f^-2,5- V**V~ ^ * 

W$y-\- jji) *y*ym n- *^;i/T^ K£JBv^3g3£flf23i:iigiiS<z>i^ 

FABMS (M + ): 617„ 

*H-NMR (CD 3 0D)6pp« ; 0.8-1.0 (6H , ■ , CH (CH 3 ) 2 ) , 1.1-1.8 (15H, s + 

15 1 fflfE4$¥ 10-3108156 
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[0 2 5 6] 
[f*g*$l 1 1 

Ifi^tfrffifcY. Murawaki £> [Journal of Hepatology, 18, p. 328-334 (199 

3)] K<fc»J$!5tbkc ^n=39^— ^&351CT* 2 aM 7 ^ / V ^/»»*« 

fb*S/*>f:/ I n^-^&aSftfcbTBv^WiStt&B&bfe. 0.4M Sfl: 
tbU^A, 10 «M &>fI;#;i/i/?-k£^t?50 «M hV*mM&WWL pH 7.5 

m& (0.5 -g / Sfifl:bfe37^t-^S:^bfe, 

?g&35T:tC£V^2 B#IS>f ^a."*- 5/ a > Lfco Mt©H**?frffcfe80 «M 0-7 
ha U >0)&MK£*)W±. 25 Ag / ■! ^^#Kx^^^-ifS±^ 

©hy^milJKlfaiJcafWi/fe*©*:*^., sTTCKLasv^iodfriflK 

3>bfco »&*lfe»*JC70%3i*y-^ 0.67 M ftftthU^A«:*tH70 
■M bV:*&M«HftpH 9.5£iIJX., *IBft©*KS:3000 gT?20#|SraMyT* 3. 

m#»t««:iji3£u iaw?stt^#«)feo ic 50 tt*jK©«wr«:»**ajcj:yai« 

)_ 2(R )_ n _ ^nbT^/*^s/^^u>-3(s)-f y^Dtr^ft^f 

]_0_^^_ L _ ^ n$/> - N _ *^;i,y == KT'&U, ^ffl#fF^5442110 #£MF 
[0 2 5 7] 
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*H-NMR (DMSO-dg) 5 ppm ; 0.85-0.86 (6H . ■ , CH(CH 3 ) 2 ) , 1.1-1.9 (15H, 

■ , Cfl(CH 3 ) 2 + CH-(CH 2 ) 2 X2 + CH 3 C0 2 H X2), 3.83 (2H, s , CHg-NHg), 7. 
0-7.3 (4H „ ■ , ^mm-K) o 
[0 2 5 5] 

mmmi o 7] 

N 4 - [2- y^/-i(s)-.*^/i/jtj/w* i e>f/i/:n*-/i/]-N 1 - HKn*i/-2(R or s) 

k 2 mmm. 

6 _(p_ Ky JIT$ J X/y7 3L— ;i/)-3(RS)-tert- y*^ 

*/* ;i/3if-;i/-2 (R) ->f y y* n if ^ * * > «fc #2 (s)-tert-y**- /i/tf- * 
isj3)vtf—)VT$. 7-3- *>*;/i/;*3rS/jtj/i/aJ?— /i/r^y**>I* n- *?-)V7 

FABMS (M + + 1): 422 „ 

^H-NMR (CD 3 0D)8pp» ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.1-1.2 (1H , ■ , 
CH(CH 3 ) 2 ) , 1.2-1.8 (4H . ■ . CH -(CH 2 ) 2 ) , 1.9 (6H , s , CHgCO^ X2), 2. 
28 (1H, > , CH-C0), 2.4-2.6 (3H . ■ , CH-C0 + CgH 4 -CH 2 ) , 2.68 (3H, s , 
N-CH 3 ). 4.02 (2H, s , Ph-CH 2 -NH 2 ) , 4.3 (1H , ■ , NH^CO) „ 7.21 (4H, 



CO 

- 15 3 ffiH^ 5 ? 10-3108156 

oo 

o - ' "•' - 



10-218676 



itmm 2 3 

7s v n * ^ >r 5/ >n&*?SM!i5£ 

Bioche..) 143, p30 (1984)] lC<fc y 3U5£bfc. X h n * 9>f &371CT* 2 
0 /tg/«l t: h^^>i:2 B#Ra>f ^^a^-S/a^flfc. 2.8 -g/ml 2MV:7 

■fe>f ^^^^if-f^Sr^H^bTmvNlSW^ft^M^bfe., 10.M SHfc*;i/$/ 
tfA&^tf 50mM hU^^ggig®?R pH7.8tf(Z)^(l ■g/«D ©»ttfc. 
Ufc*M3*9>f £/>£«s;&nLfco #<E>ftfc?£?£5:37lClC;j3V^2 B£|S>f>*3. 

M-ffc<JD«£3000 g-e20^|S^t>-rsz:i:ic<l: utfcK^-frfco _h»8:«ttb, o. 

5 M hUTxf^fl PH8.5 fcfltlX.. ®^^495n« , W5fe&*520im ICfctt 
[0 2 5 9] 



15 6 
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MMP-i ic»-r*iiasstt t IC 5o^ nM) 





mmp-i iassi4 










5 




<fr&&71 


4 


1 {k^^525 


10 






ii 




7 




ft<&4&78 


18 




10 






5 




10 






9 


<t^&3i 


12 






13 


<t^4&34 


13 






4 


fc^»36 


14 






11 




15 






17 




13 






11 


<h^5l 


9 







[0 2 5 8] 
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mmm 3 ] 

t h&&&&ikmmmm U937 [ siv (a«e^«w) ^in^fcRPMi 

1640 (H7K$gH) fcJ^T. 37X:, 5% C0 2 V>H/^ V *KZf 

V- hOD&^x^lClxlO 6 M / 1 «1 fo^ttft, Phorbol 12-myristate 13-ac 
etate ( %i%ffiM) 10" 7 M #«TT-*»«b, T ^ D "7 T - ^«8JBSlC^t 
IC^jftSf 0127: B8 #cffi3fe0)Lipopolysaccar ide (Sig«a) 0.1 /tg/«l£ 
#ai**v^H:*»q!©fl:-&*fcHi*K:*iDb. 37-0, 5% C0 2 #*t»l*T* 6 B£ 
BB*§ll/fe. #*»7«. ftt^^L 3000 rp« , 10 ^|ffl*^lUT±il 
&#»*T*#flb , r»F-oW3eM^r'y h (Genzy-e) fcM^TWfcbfc (* 3) . 
W> Mmfci?® 2 tiN 2 - [3S- t: FD 3f 2/-4-(N-fc )-2R- -f V ^ 

*/=./l,]-L-tert- n >f S/ >-N X -^ ^/l/T ^ KT?& »J , GB 2268934A 

[0 2 6 1] 



15 8 
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MMP-3 lZ*ITZlELmfZ1& (ICsofis nM) 





MMP-3 




16 




18 




40 




^0 




12 


<b#4&31 


11 




12 




12 


<b£&34 


11 


*b^&35 


19 


<b^36 


9 


ft^«537 


50 




18 





MMP-3 HSli 




24 




17 




42 




9 


<b*&51 


2 


*b<&4&52 


23 




10 


{b^«»6i 


23 


*b£4&68 


14 


<b^69 


20 


<b^«970 


28 


rt^4&74 


62 




100 



[0 2 6 0] 
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[0 2 6 2] 

Og ) IClOO-g/kg&Ptg^bfco &*&30&fr<b4 i%m&&T*. ^^MRJ£<k»J 
S^Wic^mLfejliiMS^MS Oooorp. , loih 4 x;) u ifli^l-9->y;i/^ 

#^•^30000 : A«icon Corp. .Beverly, MA ) lC«fcyi500G , 3 #fSPB*Ufci© bfc 
. Z&mmOfil 1.5«M APMAICJ: »;?Stt>fbb7£:^SS^-^^rMMP-3 20yttU 
•^-J&S^&M (MocAc-Arg-Pro-Lys-Pro-Val-Glu-Nva-Trp-Arg-Lys(Dnp)-NH 2. 
^y^K^m) 60/tl £?g-£U 37TCIC-C2 ^[SM/SS-&fco Z1*UC, 3%«^ 

^4 > . 

[0 2 6 3] 



1 6 0" 
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2080 


*b#<&23 


1193 




480 




1040 




1012 


it-Bite** 


129 




460 




210 




599 




426 


<b^4&54 


340 




279 


<b**558 


942 




1098 


Ib-&tt62 


2893 


<b^&65 


421 


fl^4&67 


527 




352 




250 




603 


fk^&si 


737 




1900 


**J8tfb^4*2 


3300 
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[0 2 6 5] 

mmm i ] 



A; jftfr a* 

QfeC-feUV 93 g 

> 5 g 

1 2_g 

100 g 



B; 



7 



C; 



Bftt7-feU > 
-fb-^^ 5 6 



[0 2 6 6] 



94 g 
5 g 
1 g 



100 g 



96 g 
4 g 



100 g 



1 R 2 



ttifl$f ^ 10-3108156 
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[*4] 

it^^m^mmmmrrmm (auc 0 5 . 4 ) 





AUC 0>5 _ 4 (ng-h/nl) 




9128 




4757 


<b^»39 


14996 




3131 


<b^&42 


6255 




3289 


*b<&&44 


1929 


ft^fc45 


7067 


<b^1&46 


3379 


*b«&«548 


20203 


<b£4&49 


15292 


*fr&fc53 


4816 


*b*&61 


13765 




5662 




3339 




4042 


fb^4&74 


9025 




1574 



[0 2 6 4] 
[f$&#! 5 ] 

VxmBmfrio 10 -g / kg T*i£AL-r?*<D:fKJ!S5:8 HISglgSLfco 

16 1 ffilE#¥ 10-31 
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a; mm 

si i g 

±& 100 »l 

^ B; m# Mi 

ffc^ 8 2 2 g 

tfeft^-hU^A 0.9 g 

afefre^gac mm 

±m ioo «i 

c; m& mm 

it^m 5 8 i g 

U >^Z1tK^^- h'J^A 28 «g 

u ymikmr.± h u ^ a 167 «g 

# f&fb^hU^A 0.9 g 

tfctfJgSigTK am 

£fi , ioo «i 

[0 2 6 8] 



r'6 4r 



ffilE#¥ 10-3108156 






#¥i o 


— 2 1 8 6 7 6 










A; 




MS 




ft-aw 2 3 


2 g 






0.33 g 






MM 






100 ml 


B; 




mm 




IL x=t-W o o 


0 g 






0.26 g 




y h U «? A 


0.56 g 






0.28 g 




0 . 002%&jk if ;b n - ? A ^ 


mm 




^4 100 ml 




r* 




BBS 




ffc-&4&2 5 


1 g 






0.33 g 






0.10 g 






mm 






100 "1 


D; 




mm 




ft^5 5 


1 8 




&.iti-h y ?a 


0.33 g 

mm 






100 ■! 




[0 2 6 7] 
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MM. 

8 0 100 mg 

%m 35 mg 

Z2~ 1/7*9— =f- 60 mg 

XTTVy&^tf**/?!* 5 mg 



■£M. 200 ng 

[0 2 7 0] 

[-ft 3 5] 
N a =N a 
N e = N e 
N d = N 5 
N 9 =N g 
N" =N W 



[0 2 7 1] 

So 

- ' P. 6* ffifE^ 5 ! 1 10-3108156 
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a; l SScP-^j 

ft-£-$j9 100 as 

9L«t 98 «g 

n — -7 1 46 *g 
k Kn^pi/^n tf;i/-fe;i/n-^ 2 «g 
^f7'J ^ivn^^A 4 »g 

^4 250 mg 



B; 1 &<D-&mA 

ik^tto 2 3 50 »g 

?L*g 120 Bg 

n — > X # — ^- 15 ng 

t Fn^rS/^n if;i/-fe;i/D — 4 «g 

^iK^t/^-^-fe^n-^^i/S/tfA 10 «g 

^f7'J 1 "g 

# £2 200 ag 

[0 2 6 9] 
5 ] 



At&m 7 4 2 g 

%m i.85 g 

n- >^ # 1.1 g 

\l Fn^r^^p ^jviz/iu — 50 «g 
£2 5 g 



16 5 
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390010205 

WU4miSIS8r^*®# 5 3 OS«l 

<£f»A 
100097582 

3tlMm$z®&&1£- 1 T g 1 0 # 

2£JR III 305 

7K^ 



7-^ yn-un 



1 



mtf 1 0-3 108156 
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mm 

mm] -m^ttuzfu'rj-f-- ■emwm&zmi,x^z>&frvx&<. mm 

TiB-SB^; ( I ) : 




3S&«U R 3 . R 7 &tfR 8 tt>fcfii, *B8S, *g&Xti:@SI© (C^-C^T^/l/iS 

, 5tc«tftXtt«tJicDry--n/(c 1 -c 6 ) t;i/3pp>«&3iu R 4 tt5fcS&xt*ggl 
<d (c 1 -c 6 )T)\s*fl'^ ***xtt*ifc<z>Ty--/i/(c 1 -c 6 ) r^i^^fc^b 

(C 3 -C 6 ) Z/9UTfr*fl<mX&^'rU-y'>( 9 y/l/3£&*U R 9 ttzKi^ tK^ 

;i, T2/^/>f $ K>r;i/^, 7fcg&x ^ rvvjum* &m&nx*j£ 

rvifymzmiri x-m^ti^it^. mm%.xf/x\zmmm 

f£4gj, #lc«vh y y * nf^^-lf^ffi&^EH^ - « (TNF 

1 ffifE#¥ 10-3108156 
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L-4'- J l/>7i-;i/77- y N- *^;i/T ^ K • 1 

N a -[4-( \L KO^rS/T^ >0-2(R) t 3(R or S)- ^V/fM^ J/r./I/]-L- 

y;b^- > N- *=f-)\,7K F • 1 m% 

N a -[4-( tFn*S/7$;)-2(8)- >f V^;i/-3(RS)- 71/ U- - 

L-r;i/^-> n- *^;i/7^ F • 1 

N 4 -[3-^yn£/V-l(S)-;*^;b#;W^-f At-fuVM-B 1 - t Fn3f*>-3(R)- 

>f y^;v-2-(RS)-(3- 7i-^nt:^) **S/>7^ K • i tttttft 

N 4 -[3-^y- ^V-KS)-^^;!/^;!/^^^ >H/^D tf^l-N 1 - Fn=*rS/-3(R), 

^ 2(RS)-^-ry^;i/x^^>r^ K • 1 sfc&& 

^V7*f;i/-2(B or S)- ? S/>T ^ F • 1 

N a -[4-( t Kn^i/7 5;)-2(R)- w v^;i/-3(RS)- * - 
L-*}V-?-y N- ^f;v7$ K • i WWt& 

[0 0 8 8] 

N a -[4-( th*n^F^7 5;)-2(R)- >( -JZf^JV-3(.RS)-(3-y 3L—AyZfU\dJ]/ 

) I?-* */—/!/]- N e - r-fe h-T 5. K-r ;i/-L- n- *^;i/y^ f- l 

N a -[4-( tKn^ri/7$;)-2(R)- -f V7*^;i/-3(R or S)- **f- Jb^r V i/ — 

N a -[4-( th*n^J/7?y)-2(R)- >fV7*f;i/-3(R or S)- *^JVWi/- 
;i/]-4*-[hU fcf>U 3***^) ^fl/>>f^]-L-7i-^77-> 

N a -[4-( bKn^i/7^;)-2(R)- >f y^/l/-3(RS)- **nrVr9i/—M- 
4'-[-5 i h^X^;i/ fcT*( **3ft,0 l/>-^5 7]-L-7x^;i/77-> N- 
*^Jh7* F 

N a -l4-( HFn^i/7^;)-2(R)- -f V^/l/-3(RS)- 5/ -/!/]- 

^;i/T^ F 1 th'J 

N a -[4-( t: Fn^ri/T^ y )-2(R),3(RS)- V Z is-M -4* - T 

7 0 ffilE^ 5 ? 10-3108156 
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S. J *^Uy-L- 7x-;i/77-> N-(2- \L FU**/X.*JU) T^K-1»^ 
[0 0 8 9] 

N a -[4-( t Kn^ri/T 5 7)-2(R)- -^V^f;H(R or S)-(3-7i-^yn 
tT^V) Wi/ — N e - T-feb-f ^ K>f;i/-L- y >^>N-(2- t Kn^ri/ 

) t ^ k • i 

N a -[4-( FD^rt/T^ J )-2(R)- V7*f ;i/-3(R or S)- *^-JlW*/ — 

M-L-*;v-3-> N- t/^nyntr^/T^ F • l Bm& 
Q N a -[4-( fc: Fn^ri/T^ y)-2(R)- -f V ^;i/-3(RS)- * - 

L-U ^> N- ^^;i/T^ F • 1 Wm& 

N a -[4-( \l vu*ct/T^ y)-2(R)- ^fy^;i/-3(RS)- 
N e - yir h-f ^ F^f ;i/-L- vvy n- [2-h Fn=* */-krs)- ^^;i/3i^>n/] r 

S K • 1 Bmt& 

N a -[4-( tKndri/7^;)-2(R)- -fV^^/-3(RS)- * ^^if* - 

N e - r-fe h-r ^ F-r ;i/-L- y $;> N-ctf^y >f ^) y ^ f • i mm&. 

N a -[4-( H Kn^r>>7^;)-2(R)- >fV7*f^3(R or S)- — 

-4* - y-fe h^r ^ F-f ;W ^ y ^^i/>-L- 7i^77-> n- if^75 

f • i mm%. 

& [0 0 9 0] 

N a -[4-( tKO^ri/7^;)-2(R)- -fy7*f^-3(R or S)- *^JlW*/=- 

;i/]-4'- y-t F^r;i/-f ^ 7i-ji/77-> n-c^e^^u > 

-4- >f/i/) F- 1SW& 

N a -[4-( t Fn^rt/T^ y)~2(R)- V7*f ^-3(S)-t FU * i/W i/-Jl 
]-4'- r-fe h>f 5 F>f;W^ y l/>-L- 7i-A77-> N-^vWT ^ F 
• 1 Bfttttt 

N a -[4-( tKn^i/7^;)-2(R)- ^y^^-SCRSj-O-^x^^Dfcf^ 

) v^t/-M - N e - y-t h-r ^ F-f ;i/-L- y n-(2-n' , n'- i?*^AT$. 
yif^) f • 2mm& 

N a - [4-( n Fn^ri/y ^ y )-2(R)- y^;i/-3(RS)- s/— /u]- 

^_ " " 7 1 tttlfc^ 5 ! 1 10-3108156 
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N e - zfuif*y>( * K-r )V-L- v*?y N- F - 1WWL& 

N a -[4-( t Kn^ri/T^y)-2(R)- >f y^^/-3(RS)-[3-(4 , -^T-2;y 7 
[0 0 9 1 ] 

N a -[4-( t Fn^>T^ 7)-2(R)- ^V^f;i/-3(R or S)-(3-7i~;i/^D 

i 

N a -[4-( ki Kn^>>T^ 7)-2(R)- ><V^f;i/-3(8 or S)-(p-T ^ >> ^ 
N a -[4-( t )-2(R)- -fV^f^3(R or S)-(p-T^ 7 ^-^ 1^ 

T ^ K 2 MS 

N a -[4-( t. Kn^ri/T^ /)-2(R)- >fV^f^-3(R or S)-[p-(p- 

k i itt 

N a -[4-( H Fn^ri/T ^ >0-2(R)- -fV^f^3(R or S)-(p-:7#;W ^ F 

m-v>y<y*?ji) Wi/—M-L-Tfr*r—y n- j*^;i/T^ F i WWM. 

[0 0 9 2] 

N a -[4-( \L Fn^py7^ / )-2(R)- -f y^f;i/-3(R or S)-(p-^^>^>H/^ 

N a -[4-( tKn.^ri/7^;)-2(R)- -fV^;i/-3(R or S)-(«-T ^ >> * 1/ 

L- 7^—> N- *^;i/T^ F l 
N a -[4-( kFn^fi/7^)-2(R)- -fV^f;i/-3(R or S)-(2-7x;^ri/X 

it^i/->n/]-L-T^^-> n- ^f;i75 F i fHWB 

N a -[4-( t: Fn^y7^ ^ )-2(R)- -fy^f^3(R or S)-(3-£/# a^S/ 
N a -[4-( YU*y7^ J )-2(R)-(2-^-7^;i/^^;i/)-3(R or S)-(3- "7^ 



_7 2 
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[0 0 9 3] 

N a -[4-( tKn^^75;)-2(R)- ^fV^;i/-3(R or S)-(o-T ^ J *T ^ 

yKyi/jv) WV—M - L- y=5 — y N- *^;i/ys. F l WfWl&. 

N a -[4-( bl Fn^ri/T ^ y)-2(R)- A V 7* ;i/-3 (RS) - [3- (p- TS/*^l/ 
>7i-il/) zfu^M Wls—M- L- T^-> N- *^;i/T^ F 1 

N a -[4-( t KQ^i/7$;)"2(E)- >f V^;i/-3(R or S)-MV^n^ 

>f ^ y w*/—M-L-T^-y n- *^;i/T^f i ii$ 

N a -[4-( \L YU*VTK 7)-2(R)- >fVyf^-3(R or S)-[3-(o- T ^ >> * 

^ ^nt:;i/] -9-^^-;i/]-l-t^— > n- *^;i/T^ F i B£8fc 

N a -[4-( bKn^^7 5 7)-2(R)- ^V^;i/-3(R or S)-[3-(p- Y J * 

j-vyy^-ji) zfu\ZM l- vvy n- ^^;i/T^ F 2 mm 

[0 0 9 4] 

N a -[4-( fc: K n 3r i> T ^ 7 ) -2 (R) - >fV^f;i/-3(R or S)-[5-( T"fe h ^ 
N a -[4-( t Fn^r^T^ ^)-2(R)- -fV^f;i/-3(R or S)-[5-( -fV^ntT 
# N a -[4-( M Fn^rt/T^ y )-2(R)- >fV/f^3(K or S)-[5-( fcf'J S?>-4 

- -f;i/- *^u>>f s *iy*M Wis-M-L-r^-y n- *^;i/T^F 

1 mm* 

N a -[4-( fc: Fn^ri/T^ y)-2(R)- A V^;W3(R or S)-[3-(p- * h^r^ 

3d^^7i-;v) ^nfer;i/] -9-^5/->«/]-l-u *?y n- *^;vy ^ F 1 m 

N a -[4-( H Kn^ri/7 5;)-2(R)- >fV^f;i/-3(R or S)-[2-(2- :rh3f*/ 
oih^ri/) x^;i/] t^i/-;H-L-'Ji;> N- *^;vy ^ F 
[0 0 9 5] 

N a -[4-( t Fn^Pi/7^ J )-2(S)- >fV^-3(R or S)-[3-(p- #/l/jtf3f 

7u¥ji] Wis— M-L-V %y N- *^;i/T^ F 

?, mtP^^l 0_— 3„1_0 8 15 6 
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N a -[4-( \L KD ^ri/T ^ y)-2(R)- >TV^;i/-3(R or S)-(8-t Fn*i/tf 
N a -[4-( t KD^r$/75;)-2(R)- >fV^f^-3(R or S)-(2-n-^>«/^-^ 

/i/] -L-ys;> N- *^;i/7$ F i 

N a -[4-( bl Kn^PS/T5 J )-2(R)- -fV^;i/-3(R or S)-(2->fV^f^t 

*s/x*-/b) *^j/-M-L-yj;> n- ^^;i/T^ F l mwt& 

N a -[4-( fc: Kn^S/T ^ y )-2(R)- ^V^f;i/-3(E or S)-[3-(«- * 

^;i//jf-^-7ac->n/) zfuMn,} Wt/-M-L-VVy N- *^;i/7^F 1 ft 

[0 0 9 6] 

N a -[4-( fc: Kn*J/7 ^ y)-2(R)- >fV^-3(R or S)-[3-(p- fc: Fn3f 

i/7i-^) zfu^M -y->7is—M-L-Vi?zs N- ^^;i/T^ F l 

N a -[4-( fc: Fn^rS/T ^ y )-2(R)- >fV^f;i/-3(R or S)-[3-( ^E/l/JfcU > 

-4- >f;i/) zfn\£M V9 2/—M-L-Wy n- *^;i/7^ F i Bf^& 
N a -[4-( tFn^^7^;)-2(R)- >r y^n tr;i/-3(R or s)-(3-7xi;i/^ 

Dfc?;i/) -fr -L-U N- *^;i/7^ F 1 

N a -[4-( tKn^fi/7^;)-2(R)- >fV^f^-3(R or S)-[3-(«- jtj A,tf*r 

i/7 3L-;v) zfu^M Wi/—M-L-v*?y N- *^-;i/7^ F l 

# N a -[4-( fc: Kn^i/75 y )-2(R)- >fV^f;i/-3(R or S)-[3-( fc?'*'; ^> 

-l- >f;v) zfuifM Wis-M-L-vvy N- *^;i/7^ F 2 ft^ife 

[0 0 9 7] 

N a -[4-( tKn^r^7^;)-2(R)- >f V >^ ;i/-3 (R or S)- **JlWi/— 

M - N e - <y%-i ^ F-r;v-L- i>^> n- *^;i/7^ F i 

N 4 -[3- 7^ J-lW-t^frimAtJ ^ntf^-N 1 - tFD^i/-2(R or 

s)-[3-(p- y i/>7i-^) -fu tr;i/]-3(R)- >fV7*m^i/>7^ 
F 2 Mtft 

N a -[4-( fc: Kn*S/7 3>0-2(R)- >fV^^-3(R or S)-[3-(p- 
f l/>7i^) zfUVJU] If? >>:=-;i/]-L-tert- U<4*/y N- * ^)\>7 ^ F 
1 

_7 4 ffiHIW 10-3108156 
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N a -[4-( fc. Fn*S/7$ J)-2(I0- >fV^f;i/-3(R or S)-[3-(p- 7 5. J * 

fi/>7i-^/) zfu\fjv] wi/— y n- *^;i/7 5 F l & 

N a -[4-( \L Kn^r$/7 5;)-2(R)- -f V ^ ;i/-3 (R or S)-[3-(p- ^T- F 

;b) 7"ntf;i/] W i/—M-L-*ji—*f-y N- *^-;i/7 5 K 2 

[0 0 9 8] 

N a -[4-( H Kn^rS/T^ y)-2(R)- >fV^f;i/-3(R or S)- [3-(3,4,4- hU 

^ *^;i/-2,5- y*3rv- >f $ #vu >f;i/) -fuifM w i/-jv]-i-v 

Vy n- ^^r^ F 

N a -[4-( \L Kn^ri/T^ /)-3(S)- >fy^-2(R or S)-(8-t Kn*S/t 

t^i/-^]-L-'jj;> n- *^;i/7^ K i 

N a -[4-( H Fn *ri/7 5 ^)-2(R),3(R or S)- J?>f y^fM^J/-M-4' 

- T $. J *^Uy-L- 7i375-> N-(2-#;i^3f 75 F 1 » 

N a -[4-( t Fndpi/T$ y)-2(R),3(R or S)- V -f*JMr V S/—JU] -A' 

- 71? h^f 5 F-T/b^r 5 J 1^>-L- 7i-;i/77-> N-(2-*;i/3tf:af S/X^- 

7 ^ F i mm& 

♦ N 4 - [2- 75 J -2- *^;i/-l(RS)- if^^>f;v^Q^M-N 1 - t Fn 

3f$/-2(R or S)-[3-(p- T5^f zfU fcf -3(R)- -YV^nfcT 

;i/X*>>>7^ F 2 Mf&% 

[0 0 9 9] 

N a -[4-( fc. FD^i/7 5 7 )-2(R)- >fV^f;i/-3(R or S)- 5/ — 

;H -4' - 7^;^f l/>-L- 7x^77-> N-(^;1/3}n l> >-4- >f 75 F 

i 

N a -[4-( t: FD^ri/7^ y)-2(R)- >f V^-3(S)-b Kn^p^t^ ^--fl/ 
1-4'- 75^f l/>-L- 7i^77-> N-^WU* 1 
N a -[4-( H Fn^rS/7^ y)-2(R),3(R or S)- i?>f V7*f 

- 7 $. J ff-uy-L- -7 x.—K7=7—y n-(2-n* ,N'-^*^;i/7^ ;xf^) 7 

- — — 't r f'4.frs* s 5E 10 — 3108156 
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^ k 2 

N a -[4-( k KB*5/7^ J )-2(R),3(R or S)- SM V ^/l/tf V Z/—M -4' 
- 7 "fe h-f 5 FJJIJ $ J *^U2/-L- 7 jL—frT^ — y N-(2-N' ,N'-^^^;i/ 
r^xf^) 75 F 2 

N a -[4-( Kn*J/7§ J )-2(R),3(RS)- V?*frW 5/— /l/]-4'- 7 
•fe h>f^ FHVW 5 J U2/-L- 7 x.—JVT^-y N-(2-fc Kn^J/X^) 
75 F 2 #g&l£ 
[0 10 0] 

0 N a -[4-( t Fn4rS/7 5 y)-2(R)- >fV^^-3(R or S)-[3-( P - 7^7 

ai- A) zfU^Jl] V-VV-M - N e - 7-feh-f^ F>f fr-L- Vi?> N-(2-N',N 
'-P**;\sT$ J 75 F 3^1Jg 

N a -[4-( t Fn^rS/7^ 7 )-2(R),3(RS)- V<i V Zf^AV * */-M -4' - 7 

■fe h>f 5 f-y 5 J i/y-L- •? ^—jir^ — y n-(2-h Fn 3rS/-i,i- s; 
^^;i/x^;i/) 75 F i 

n 4 -[3- 75^-2,2- y^^;i/-i(RS)- ^^;i/*;i/7i=E^^^"n tOU-N 1 - 

Fn**/-2(R or S)-[3-(p- 7 5 J Uy ~7 zl—JIs) zfU \±M -3(R)- -fV^" 

ntf;i/;*?^>7 5 F 2 

n 4 - [2- 75 y-i(s)-^^;i/^;i/7t ; e>r;v^ , nfcr;i/]-N 1 - tKn^^-2(R or 
© s)- [3-(p-75 y :7nif;i/]-3(R)- ^y :/ahr;i/*?$/>7 

5 f 2 mm%. 

N a -[4-( \l Fd*2/7 5 y)-2(R)- ^yynif>n/-3(R or S)- [3-(p-7 5 7 
l/>7ix;i/) zfU^M *jrV >>-;i/]-0-(2,3,4,6- 7iZ^;i/ " 

/3-D- ^Ounbf^y £/;i/)-L-izU > N- *^;i/7 5 F l WWHS. 

[0101] 

N a -[4-( KKa^fi/7^;)-2(R)- >r y^n tr;i/-3(R or s)-[3-( P - 7^; 
uyyx.-jv) ^ntr;i/] >>-;n-o-( /s-d- ^n^7;^)-L-t 

y > n- f i mmm. 

N 4 -[4-(3,4,4-h U^^^/-2,5- V**rV~ << $#WV>-1- >f/l/)-l(S)- 
tmiJjlA^J fr-f+M-lt 1 - tKn*'>2(R or S)-[3-(p- T^J^^Uy 

,7 6 ffiH#¥ 10-3108156 
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7ir^) zfu tr^i/] -3(r)- vzfu\±n,*>7 t/yy% F 1 

N 4 - [2- TS.J-2- *^;U-1(RS)- jl^A/W^'f/l/^n t^l-H 1 - kKn 
3f£/-2(R or S)-[3-(p- ^7- F*^ 1/>7i3) fcf -3(R)- JVfU 
tT;i/^^i/>T^ K 2 

N 4 -[3- T^y-2,2- ^*^;i/-l(RS)- ^/l/jb/Wt^ ;i/^D If >«/] -N 1 - fc: 
Fn^rS/-2(R or S)-[3-(p- l/>7i-,fl/) ^"D tf;V] -3(R)- >f V 

~7U\ZJIX9 i/y? 5. F 2 BW£ 

N 4 - [2- T = y-l(S)-^5 L ^^J J n/7 , ? : E>f ^nfcT/l/l-N 1 - fc Kn^rS/-2(Ror S 

Q )- [3-(p- ^7-F^fi/>7x-;i/) tr;i/]-3(R)- -f v:/n tf/i/*? ^> 

7 ^ K 2 

[0 10 2] 

N a -[4-( b y)-2(R)- >f y^ntf;i/-3(R or s)-[3-( P - >fy— 

K^f U>7i-;i/) 7Ui?M -9-^7 i>-;i/]-0-(2, 3,4,6- ^ h^-o- 7-fe^;u 
-/3-D- ^;i/ntf^y $/;i/)-L--feU > N- *^;i/7^ K l 

N a -[4-( t Kn^r^/T^ >>)-2(R)- -f V tf;V-3(R or S)-[3-(p- >fT — 

K^f i/>7i-;b) -/uifM V—M -o-( jS-D- tf^ y wi/)-L- 
•feU> N- *^;i/7^ F l 

N 4 -[4-(3,4,4-S'J^f^-2,5- £?*3fV- >f 57>-l- >f/l/)-l(S)- 

^ **-/l/#/Wt*e>f tFD^i/-2(E or S)-[3-(p- ^t-K^^i^ 

yy^-K) zfu tf;i/]-3(R)- >f y^ntf;i/^^i/>T5 F 1 

N a -[4-( Fn3f 2/7^ y )-2(R)- >fV^^-3(8 or S)-[3-(p- 

^fA7ii;b) zfu\£&] Wi/—M-L-Vi?y N- *^;i/7^ F 1 

N a -[4-( HKn^ri/7^y)-2(R)- >f V ^"n bf^/-3(R S)- [3-(p-T S 7 * ^ 1/ 

>7ii^) ^ntr^] w ?/-)\,]-L-*)\,-?-y n- ^ F 2 mwt&. 

N 4 -[2- 7^ M(SHf ^/*^>fMf M-N 1 - fcFn=¥S/-2(R or S) 

- [3-(p-t ^y^^i/>-7oi —jv) ^"n tr^/]-3(R)- jvzfu tr *S/>7^ 

F 2 

[0 10 3] 
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[0 10 4] 

q #38i8K^Mt^©£4^£©W£^ SUM, #«*Ki^£»il!*- 

if (ffim&.mzm-*Z>**U-7U'r-J1-- if) Y. Murawaki 5>©^ 

& [Journal of Hepatology, 18, p328-334 (1993)] \Z «fc »J, * tc. M hJS*i#jfiH 
Ififi** hn*9>f S/>IH£riSttWU S. S. Twining ©#& [Anal.Bioche., 143 
, P 30 (1984)] CJ:»J«llS*lS. £ ©SOI* fro K»«fcLt*© 

[0 10 5] 

mh7>, T>7ym. mx* TA<*r*-hm. 

1 8 fflSEW 3 !* 10-3108156 
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e>tc:r>-^y y^a-f-f >^$4xTfgig3*i5 3 
[0 10 6] 

(1) t/uvzf. TiitsT. if^^>. y;i/hfh-;K 

(2) h-j^nnj/f^^x vyWtJjfl/i/V^ y;i/i^h 

(4 ) i?vtf^^y7y<D£5teftmni£fr&5VVJllfom&'f-hV ?A<D<fc 
[0 10 7] 
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;i/ * ti^ n bf;i/ * v /b if <fc 3 jiS^gstftmiJfc «fc S> tfiiS 

[0 10 8] 

spa^tcgs-tsi w<D®.m&&m «g~io gT?&y, #a:L<ii$uo «g ~ 

0.01—500 «g. flfJCMlkg ^»J0.1 —300 ng<D— w&t (I) ftflKM 
[0 10 9] 

) ©ftMStt, I ) ©fls-&4fc o.oi~ioo«g ©*gfflT*&£o 

[0 110] 

•ks^t, &t&#, mmte&M. mmft&st. ttjewait** 

^8 0 ffiffE49¥ 10-3108156 
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[0 111] 

©urates lt, ftpa#»cj:yxtt*»BBa©H»rt^© 
(i ) ©ffc-&«K 0.001 Mg~6 g ©«gHT?$>So 
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[0 112] 

immm] 

DMF ; N, N- J?^f^A7^ F, EDC ; l-(3- ^)IT ^ J zfU 
3-x^;i/#;i/jtfs;-f F&&*&, hobt ; 1- t Kn3fi/^>yh'J7i/-^ 
0 TEA ; MJx^;i/7^ THF ; rh7tKn77X Et ; x^;k 

Boc ; tert- zf^JVTt^ri/iJ JV^— /b, Bn ; Ky^JV. Me ; ;*-^;K Cl-Z ; 

tBu ; tert-^;K Tee ; 2,2,2- h V V U U x-^;K Na ; th'J^A 
[0 1 13] 

mm:M 1 ] 

N a -tert-^;i/^-^ri/^j;i/3}fx;i/-N e - ^/l/;T3r i/jjAstf— ;i/-L- y *; 

> N- *^;i/7^ F (ft-#*D 

N a -tert-^;i/^"^ri/*>n/3K— ;i/-N e - Ky ¥Jl*3c i/iJJV^—A/-L- VP 
y (10.0 g, 26.3 moI ) 3c DMF (50 «1 ) tC?g«¥L-15 TCT?M#T. *?-A>T 
9 $.y&m&7kmWl [2.13 g (31.5 ■■ol ) / 5 ml ], HOBT (3.55 g, 26.3 mmo 
1 ) , EDC (6.04 g, 31.5 «aol ) -fc^tfTEA (4.39 «1 , 31.5 wol ) S:J«IC 

^inbfeo -i5 -cT-i b»ibu s&tc^fiT?i5«riaa#«, MS^EfSbfe. 

AcOEt (200 «1) £;&D;*., lN&m, &ft NaHCOg &fD:£i£ 

^©nMT'^-n^^ m-f^&mm&hfc. mmm^mmeso^ t*&m&. 

MJES^bS^S^^fB-fb^ (8.20 g, 20.8 «mol , JR^80%) 

*H-NMR (CDCl 3 )Spp« ; 1.3-1.9 (15H % s+» , C(CH 3 ) 3 + CH(CH 2 ) 3 ) , 2.73 ( 
3H„ d , J = 4.7 Hz, NH-CH 3 ) , 3.30 (2H % ■ . -0C(=0)NH-CH 2 ), 4.12 (1H, ■ 

. NH-CH-CO) . 5.08 (2H. s , O-CHg-Ph) „ 5.60 (1H. ■ , NH) » 6.61 (1H, ■ 
, NH) „ 7.2-7.5 (5H , ■ % ^#^-H) „ 
[O 1 14] 

_8 2 ffilE^^ 1 O - 3 1 O 8 1 5 6 
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N a -tert-^;i/^-^ri>A;i/^— ;l/-L-4' -i/7 J 7x-jl/77-> M^;!/* 

y >-4- >r;i/) 7 5 K (^#»2) 

N a -tert-^;i/^-^ri/^;i/Jj<— ^-L-4'-i/7; 7i-jV77->fiJ: #4-7 
5 y^;i/*U >£MVAT$S!itMl h^©^ (iN&&#?£Sfei££RtK) £<fcU 
Qfe@«c©^fa^^ (1R^50%) Sr^fc. 
g&j& ; 181-185 XX Rf ffi ; 0.25 □ U MA : * # J -;i/ = 20 : 1)„ 
*H-NMR (CDC1 3 ) 8pp« ; 1.4 (9H , s , C(CH 3 ) 3 K 2.6-2.7 (4H , ■ , N-CH 2 
0 x 2). 2.9-3.2 (2H , ■ , C 6 H 4 -CH 2 ) , 3.4-4.0 (4H , ■ , 0-CHg x 2). 4.21 ( 
1H. ■ , NH -CH- CO) , 5.09 and 5.19 (2H , ■ , NH x 2) , 7.3-7.6 (4H , ■ , 

3?*fc-H) = 

[0 115] 

y N-(2-N',N'-i;^f;i/7^;xf;i/) 75 K (ffr£4&3) 

N a - /<>^;i/^-^rS/*;VJ}<— ;i/-N e -tert-^/l/;T3f S/fc/I/sK— /I/-L- US? 

feHffc®*IB*t#*l (4X3*50%) fcfcfc. 
♦ RiH ; 61*C, Rf ffl; 0.26 (*onjfc/W»: **y-/l/ = 10: 1). 

1 H-NMR (CDC1 3 )6pp« ; 1.3-1.9 (15H, s+« „ C(CH 3 ) 3 + CH(CH 2 ) 3 ) > 2.21 ( 
6H, s x 2 , N-CH 3 'x 2). 2.40 (2H. ■ „ CHg-N (CHg) 2 ) . 3.09 (2H % ■ , NH-CHg 
-CH 2 -N) , 3.32~(2H, ■ „ -0C (=0) NH-CH 2 -) % 4.13 (1H, ■ , NH-CH-CO) „ 4.66 

(1H. ■ , NH) , 5.10 (2H, s , 0-CH 2 -Ph) „ 5.60 (1H. ■ , NH) . 6.61 (1H. 
■ . NH) , 7.3-7.4 (5H , ■ , 3?§J£-H) „ 
[0 116] 

N a - s<y*?J\s**ri/j!])V#— ;i/-N e -tert-y^;i/^"^rS/^;i/Ji<— ;i/-L- V V 

y N-(kf/<y *jy-\- >r;v) 75 K (fb^4) 

sm. « o fuexf$:M 10 — 3108156 
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gfcj& ; 128-131 t:, Rf #;0.17 D D : * * 7 -;i/ = 20 : 1). 

1 H-NMR (CDCl 3 )5pp« ; 1.2-1.8 (21H, s+u , C(CH 3 ) 3 + CH(CH 2 ) 3 + "(CH 2 ) 3 
- of piperidine), 2.7-3.1 (6H , ■ , N-CH 2 + N-CH 2 x 2), 3.98 (1H, ■ , NH 
-CH-CO) , 4.62 and 4.86 (2H , ■ , 1x2), 5.10 (2H, s , 0-CH 2 -Ph) , 6. 
27 (1H, ■ , NH) , 7.3-7.4 (5H , ■ , ^#I£-H) . 
[0 117] 

N a -tert-^/b^S/fc/l/tf— /Iz-W'-S/TV 7i^77-> N- 
7 ^ F (fl^*5) 

^84%) 

MM ; 165-167 ^C, Rf ffi;0.55 d CUfc/l/A : * * y -/b = 10 : 1)„ 
X H-NMR (CDCl 3 )8pp« ; 1.38 (9H, s , C(CH 3 ) 3 ), 2.75 (3H, d , J = 4.8 Hz 
, NH-CH 3 ) , 3.02 and 3.18 (1H each, n , C 6 H 4 -CH 2 ), 4.34 (1H, ■ , NH -CH- 
C0) , 5.08 (1H, ■ , NH) , 6.08 (1H, ■ , NH) , 7.2-7.6 (4H , ■ , ^^J£-H 

• ) 

[0 118] 

N a - P i/fjJltf— ;i/-N e -teTt-^f^A/yt^-i/iJJV^—)V-L- VP 

y N-(2-fch*n^i/-l-(RS) *^;i/:r^;i/) 7 5. F (fls-£$>6) 

N a - Kyp)\,**rPi])\/tf— ;i/-N e -Xer\--f^-)^^PiJ}li^— fr-L- VP 

y&&&vL-2- r$;-i- ^^7^v-;l/$:Mv^TSS5t«Il tmm<Dmftiz&v& 

gfej&; 115-116 TC, Rf U; 0.096 ( 9UU&fl/& : J -fr = 20 : 1). 
^-NMR (CDGl 3 )5pp« ; 1.14 (3H, d , J = 6.6 Hz, CH-CH 3 ) , 1.30-1.90 (1 
5H, s+« , C(CH 3 ) 3 + CH(CH 2 ) 3 ) ,3.08 (2H, ■ , NH-CH 2 ) , 3.25 (1H, ■ , _C 

8 4 ffiH#¥ 10-3108156 
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H^Hg), 3.47 and 3.64 (1H each, ■ , CHg-OH) , 4.11 (1H, ■ „ NH = CH I CO) , 
4.73 (1H, ■ , OH) , 5.08 (2H, s , O-CHg-Ph) , 5.78 (1H, ■ , NH) , 6.42 a 
nd 6.56 (2H , ■ , NH x 2) , 7.35 (5H, ■ , ^#i&-H) . 
[0 119] 

N a -tert-^;i/^-drt/*;i/d<~;i/-N d - ¥)V**ri/*lJ\/tf— JI/-L- 

v&mt&va (^92%) *mfc. 

gfe^, ; 141-143 Rf fll; 0.22 n a : * # 7 -;i/ = 20 : 1) D 
*H-NMR (CDCl 3 )8 P p- ; 1.41 (9H, s , C(CH 3 ) 3 ) , 1.57 (2H, - , CHg-CHg-CH 
2 ), 1.77 (2H, - , CH-Cfl 2 -), 2.75 (3H, d , J = 4.7 Hz, NH-CHg) . 3.17 and 

3.35 (1H each, - , NH^CHg) , 4.18 (1H, ■ , NH-CH-CO) , 4.9-5.3 (4H , ■ 
, 0-CH 2 -Ph + NH x 2), 6.42 (1H, ■ , NH) , 7.2-7.5 (5H , ■ . ^#J£-H) . 
[0 12 0] 

m&m 8 ] 

ft<D&M<t&%S (^95%) 

m& ; 146-147 "C, Rf m ; 0.27 d n*;i,A : * # 7 -/l/ = 20 : 1). 

1 H-NMR (CX1 3 )8pp« ; 0.48 (2H, ■ , CH 2 of cyclopropyl) , 0.74 (2H, ■ 
, CH 2 of cyclopropyl) , 1.43 (9H, s , C(CH 3 ) 3 ), 1.56 (4H, ■ , CH -(CH 2 ) 2 - 
) , 2.69 (1H, ■ , CH of cyclopropyl), 3.16 and 3.37 (1H each, ■ , NH-CHj 
) , 4.14 (1H, ■ , NH-CH-CO) , 5.09 (2H, ■ , 0-CHg-Ph) , 5.02 and 5.22 (1 
H each, ■ , NH x 2) , 6.60 (1H, ■ , NH) , 7.2-7.5 (5H , ■ . ^#f£"H) o 
[0121] 

^ ~ _/85__ ffifEf^i 0 - 3 1 0 8 1 5 6 
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N a -tert-^;i/^-^rS/^j;i/JK-^-N g ,N g - is* l/i/Jb** i/iJJl ^—Jl-l 
- T}\s¥-y N- *^;i/T^ F (flS^$f9) 

N a -tert-^;i/^-^r^/^^/J?->n/-N g ,N g - V )\s**ri/l3 fltf— JI/-L 

m& ; 154-156 TC. Rf m. ; 0.35 D O /J>/l/A : ;* # 7 -;i/ = 20 : l) e 
*H-NMR (CDC1 3 )Spp« ; 1.44 (9H , s , C(CH 3 ) 3 ), 1.71 (4H, ■ , CH -(CH 2 ) 
0 2 -) , 2.44 (3H, d , J = 4.8 Hz, Nfl-CHg) , 3.80 and 4.10 (2H , ■ , NH-CH 2 
)~, 4.20 (1H, ■ , NH -CH- CO) , 5.1-5.3 (4H , ■ , O-CHg-Ph x 2) , 5.72 (1H 
, ■ , NH) , 6.55 (1B\ ■ , NH) , 7.3-7.5 (10H, ■ , ^#^-H) , 9.33 and 9 
.43 (2H , ■ , NH x 2) „ 
[0 12 2] 
[98£#!1 0] 

4 _ 7 5 j _ 2 (s)-tert- zf*)l** i/i])Vtf— flsT ^ J zf* yWt N-^f 5 
F (15.2 g, 65.7 uol ) &DMF (300 «1) IC*§MU TEA (9.16 «1 , 65.7 ■ 

0 «oi ) fc<fctfiH- hr^!/-;i/-N,N'-if^ (s<yz?;v*3ri/*ifrtf— #^jff3f 

(29.8 g, 78.8 m»ol ) &i&;fc£»T?15l$|ffl8t*PUfc. AcOEt (1000 ■ 

i ) *M%.. Mfti&%.yk> iNttHfc ^^NaHco 3 7K^?£. aa*n:&&:?K<z)>is-e-?-n-€ 

£>ftfc£j&mir^&#^A*nvb?'^ (S/U ; 800 g , : Ac 

OEt =5 :1 ~3 :2 T?»»"r«Clfc»CJ: »J, 

ffi-ffc-^ft (17.2 g, 48% ) S:#fe. 

j|fcj&; 128 *C, Rf It; 0.68 (?DO^A : = 10: 1). 

*H-NMR (CDCl 3 )6pp« ; 1.40 (9H , s , C(CH 3 ) 3 ), 1.8-2.0 (2H , ■ , CfiM 
CH 2 )-), 2.60 (3H, d „ J = 4.8 Hz, NH-CHg) „ 3.17 and 3.82 (1H each, ■ , 
NH^CH 2 ) , 4.13 (1H, ■ , NH-CH-CO) , 5.09 and 5.19 (2H each, ■ , 0-CH 2 -Ph 

_8 6 ffigE#¥ 10-3108156 
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x 2) , 5.64 (1H, ■ , NH) , 6.55 (1H, ■ , NH) , 7 .2-7 .4 (11H, ■ , NH + 
^#I£-H) , 8.24 and 8.60 (2H , ■ , NH x 2) „ 
[0 12 3] 

\$mm 1 1 ] 

X J] 7i-Jb75-> N- *?-JVT$. K (it£®)l 1) 
N a - KyZ?Jl7t3r*/j})Vtf— ;i/-L-4'-7^ J?*— )VT^ — > H-*^/l/7 
* F (3.00 g, 9.16 «mo1 ) , h^g&X-^;!/ (1.83 «1 . 11.0 mmo\ ) fc<fc 

^I'J>Hi?XfJl/ (4.72 nl , 36.6 imol ) ®^-&i&$:140 —160 VT*2 B£|S 

m&Lr~. 5fcRjs©3gy ym*?^fr£RfcT?&f£LfeEtoR*m&&3zLfci&m 

(S/U jtjtffr ; 500 g , CH 2 C1 2 : MeOH=40 : 1 ~20 

:i (Dm^mmx^mm) T*»§g-r -sr^tcttK &n&m<*<D&&it&m (3.97 

g, 71% ) 

WkA ; 126-128 Rf -fit ; 0.44 (* Dn*M : ;* # 7 -;i/ = 10 : 1). 
*H-NMR (CDC1 3 ) 5pp« ; 1.0-1.4 (12H, ■ , CHg-CHg x 4), 2.70 (3H, d , J 
= 4.8 Hz, NH-CH 3 ) , 2.92 (2H, brd , J = 6.8 Hz, CgH 4 -CH 2 ) , 3.8-4.5 (10H 
, ■ , CH 2 -CH 3 x 4 + NH-CH-CO + P-CH-P) , 5.07 (2H, s , 0-CH £ -Ph) , 5.40 
(1H, ■ , NH) , 5.90 (1H, ■ , NH) , 6.5-7.2 (4H , ■ , C g H 4 ) , 7.2-7.6 (1 
OH, > , 3§=#i£-H + NH) D 
[0 1 2 4 3 

mmm 1 2 ] 

N a - ^yiffrXtri/iMltf—Jl-L-A'-i rh^tm tfX( fcXfr—JV) 

=i J] 7i-il/T7-> N- t^-JlTS. K 1 2) 

N a - Kyi?fl/*lri/jtjn,tf-fls-L-4'-T X S 7 zl— frT^ — y N-*^;i/T 
^ K (115 g , 350 uol) , h^&X^/l/ (78 g, 530 moI) fc<fct5MU> 

mi?*** (154 g , i.4o «oi) ^m^r^mnummo^mz j:y, wtn& 
mft&mmit&ys (157 g , 80% ) zntc 

Wi& ; 150-153 1C, Rf fig; 0.41 (tUU&AsJ* : ;**/-/!/ = 10: 1) D 
1 H-NMR (CD^OD) 8 pp« ; 2.67 (3H, s , NH-CHg) , 2.73 and 2.98 (1H each. 
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■ , C 6 H 4 -CH 2 ), 3.73-3.78 (12H, ■ , O-CHg x 4), 4.25 (1H, ■ . NH-CH-CO) 
, 4.6-4.7 (1H , ■ , P-CH-P) , 5.02 (2H, s , O-CHg-Ph) , 6.7-7.1 (4H , ■ 
, CgH 4 ) , 7.2-7.3 (5H , ■ , ^##*-H) . 

[0 12 5] 

m&m 1 3 ] 

N a -tert-zf^n/**ri/jlJltf— JI/-V* -2- 9 U U 5*71/ i/ilfrtf— Jl 
-L- V*?> N- *^JIT$ K «t&®)l 3) 

N a -tert-^;i/^-^i/^>«/3K— ;i/-N e -2- 9 UWOi?fl/yt*i/iJJ\'tft=.J\/ 

0 -L- vi?y&&&**jiT$>M.m&zm^Tm&wi hmm(Dmmz&v&& 

Wk& ; 109-110 t:, Rf H ; 0.48 n n jft/l/2» : :* # J -)V= 10 : 1)„ 
1 H-NMR (CDCl 3 )Spp« ; 1.3-1.9 (15H, s + ■ , C(CH 3 ) 3 + CH-(CH 2 ) 3 2. 
80 (3H, d , J » 4.8 Hz, NH-CH 3 ) „ 3.20 (2H, ■ , NH-CHg) , 4.04 (1H, ■ , 
NH-CH-CO) , 4.95 and 5.14 (1H each, ■ , NH x 2) , 5.21 (2H, s , O-CHg-Cg 
H 4 ) , 6.21 (1H, ■ , NH) , 7.2-7.5 (4H , ■ , ^SJfc-H) „ 
[0 12 6] 

wmm 1 4 ] 

N a -tert-^;i/^^t/*^JK-;b-L-4'-i/r/ 7i-^77-> N-(2-K> 
-£#J (JR^90%) 

Rfcj& ; 99-102TC, Rf It ; 0.55 DD^bA * 9 J -71/ = 20 : 1). 
1 H-NMR (CDC1 3 )8pp« ; 1.39 (9H, s , C(CH 3 ) 3 ), 3.03 and 3.16 (1H each, 

■ , C 6 H 4 -CH 2 ) , 3.4-3.5 (4H , ■ , NH-CHg-CHg-O) , 4.33 (1H, > > NH^CO 
) , 4.46~(2H, s , 0-CH 2 -Ph) , 5.01 (1H, ■ , NH) , 6.22 (1H, ■ » NH) , 7. 

2-7.6 oh , ■ „ 3§f*«-h) . 

[0 12 7] 

mmmi 5] 

8 8 ttifflftW- 10-3108156 
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N a -tert-^;b^-^ri/^;i/#^;i/-N e -2- ? u u <*y VA/Hr^-i/ij^— )V 

-L- VS?>N-(2- Kyi?Jl*3ri/3L*;\s) 7 ^ F (ft -£$5 1 5) 

N a -tert-^;i/>f ^rS/^j;i/7K— ;i/-N e -2- ? nn'<>^t*i'*^-A' 

-L- y ^>^<fct5o-^>^;i/T^ j ^$ ; - frzm^Tm&wi tm&ommz 

«fc »J e^H^CD^IB-ffc^ (4X^99%) 
gL&; 69-71 Rf IB ; 0.60 (ZUUibJll* : **7-;i/ = 10: 1). 
X H-NMR (CDC1 3 ) 5pp« ; 1.2-1.9 (15H, s + ■ % C(CH 3 ) 3 + CH-(CH 2 ) 3 3. 
18 (2H, ■ , NH-CH 2 ) , 3.4-3.6 (4H , ■ , NH-CHg-CHg-O) . 4.04 (1H, ■ , NH 
^ -CH-C0) „ 4.51 (2H, s „ O-CHg-Ph) „ 4.93 and 5.12 (1H each, ■ . NH x 2) 
, 5.21 (2H, s , C(=0)0-CH 2 -C 6 H 4 ), 6.44 (1H, ■ . NH) , 7.2-7.5 (9H „ ■ , 
3r#l£-H) . 

[0 12 8] 

3(RS)-tert- -7^Jl**r S/^/l/sj?— 7x^-2(R)->f V/f 

m utttm i e ) 

a) 2(R)- )lfM>^;i-b (ffrMf 1 6 -a) 

2(R)- ^0^-4- >^ (28.5 g. 146 ««ol) , i?;l/7;^:3- 

;^ (18.1 »1 , 175 nol) , £<fctf. 4-S?^^A/T§ ^ try (1-90 g, 14.6 

• moI) ZiVVUUtVy (140 -1) JC*j*U tK#&#T, EDC (35.6 g , 17 

5 »oi) $:^inbfeo *k?&-tt 1 t$ia, s bcsa-e s&fn^g? 
itm-r h u *atk**u n5FD^*<DMS*e-en j ?4x2iii'ro^?£^bfc. 

(S/'J jbtf/l ; 700 g , n-^\^r-9-> : AcOEt =40 : 1 ©^-£3l$£T??gffi) 

»J, aH&*rtK©M5fc-&« (32.0 g. 77X) 
Jtfi§Eft£ [a] D = +31.8° (c=1.0 % MeOH) „ Rf U ; 0.48 (AcOEt : n-s\* 
■&y = l :5). 

1 H-MKR (CDC1 3 )6PP« ; 0.9 (6H. 2 x d , J =6.5 Hz, CH(CH 3 ) 2 ) , 1.67 ( 
1H, ■ , (CH 3 ) 2 CH) . 1.90 (2H, ■ , (CH 3 ) 2 CH-CH 2 ) , 4.30 (1H, t , J =7 Hz 
, -CH-Br) , 5.2 (2H , s , CH 2 -Ph) „ 7.32 (5H, s , ^#i£-H) „ 
— p o unzzf&m i o — 3 108156 
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[0 12 9] 

b) i/Kyiffl, 3(RS)-tert- ^;i/*:*t/#;i/3tf-/l/-2(R)->f V}*fr7.9 

V%-Y (flS^ttl 6-b) 

*yVJb tert- ^7D*-h (24.9 g, 99.6 mol) £ DMF (60 «1) 
K1*WU 0 TC-e^#T. tert- zfh^-yJjVyi* (13.4 g, 120 mol) 
r5o»iDLfc. M-e 1 l*ia«f¥«. WO TCfcU 16-a (28.4 g , 

99.6 mol)© DMF (60 -1) M^l^T'iTlfe. 5 T3Tfl5»W*#«, Ac 

oEt (2 D mm&m*. in mm. tommm**-*- \> v v & 

*«*:l*ffiW*U A^^nvh^A (>>U ; 750 g , n- 
/\^-^>:Ac0Et =20:1 ffi) Tf»»i"**K: * *J ^ 

^m<t^ (40.0 g, 89%) £»£io 

JfcfiE}£l£ [a] D = +16.7° (c=1.0 , MeOH) , Rf U i 0.56 (AcOEt : n-/\3f 
if> = l :5). 

1 H-NMR (CDC1 3 )6pp« ; 0.82 (6H. 2xd „ J =10 Hz , CH (CH 3 ) 2 ) „ 1.15-1.8 
(12H , 2 x s + ■ , (CH 3 ) 2 CH-CH 2 , + C(CHg)g), 3.2 (1H , ■ , CH 2 -CH-C0), 
3.7 (1H , ■ > C0-CH-C0) „ 5.1 (4H „ ■ , CH 2 -Ph x 2) , 7.32 (10H , s , ^ 

*R-H) o 
W [0 13 0] 

c) V<yVJ\t 3(RS)-tert- -J^JbUr* S/*/l/aK— /1/-3- i/>t^;i/-2(R)- 

it^m 16-b (9.49 g, 20.9 «iol) £ DMF (100 ml) IC?£«¥U ifitlff 

T. 60% MJ (i.o g , 25.1 moI) £4>b^5o$fo&nLfeo ^i&-e 

2BfrlH*#Mk 0 TCJC^LS/>^^;i/ K (5.35 g, 27.2 mol)*^* 

r5oJna. 5-CT* 15 «rlffl*#bfe. »«Efc*JE«*** AcOEt(500 -1) &flD*., 
&#l£&7K, IN mm. tt»R«**th'J9A*»«, «ffdAtfi*©Jirc*n 
-en2ElTo^Sfc^bfc. tWfijtojcWT^^ffATftifc 

fff*b*7i*i'n7h^7A( S/U jb^/l/ ; 700 g , n-/\^r : AcOEt =20 
:1 0>?g-£i8&T'?§ffi) T*3ftSgi--5z:i:lcj: *Rfe*«©*KflS^44»(10.9 g 

_g O ffilE4W 10-3108156 
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Rf -fit; 0.34 (AcOEt : n-^\^-9-> = l : 9) 0 

1 H-NMR (CDCl 3 )6pp« ; 0.7-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.1-2.1 (12H, ■ , 

(CH 3 ) 2 CH-CH 2 , + C(CH 3 ) 3 ). 2.8 (2H , bd, J =5.4 Hz, CH 2 -CH=CH), 3.0-3.3 

(1H , ■ , CH 2 -CH-CO), 5.0-5.2 (4H , ■ , CHg-O x 2), 6.1-6.4 (2H , ■ , CH 
2 - CH=CH) , 7.1-7.5 (15H, h , 3?§i£-H) „ 
[0131] 

d) 3(RS)-tert-^;i/^-^r^^;i/iK— ;W6- 7 x-^-2(R)->f V ^f^^** 

0 ym (fb^fti 6) 

flS-^flf 16-c (4.2 s , 7.36 ■Bol)£:n#y-;i/ (35 »1) ld§#fL10% r?^ 

w&mm (50% 1.3 g) *wm®.. j£m*mvt£i$h'£i®L~z 7 m^m 

*U>(0.81 »U 7.36 bbioI) £ h;i/JC>(50 ml) &iD^-, 2^F^^bfe„ HfS 

re*, in mm&i&Tk&mT-^ti'eti 2 @ii*o:$H£i$fc#u mtk^v 

^i/9AT«»ft, »*€:*M*U #^-k*a^^A( i/ViJ^fJV; 

150 g , *nn*;w* : *#y-;i/=200 : 1 ©?s^^T*?§ffi) T*^ig-rsz: 

illCj:*;, *Sfe»«©*E-ffc#« (1.1 g. 43%) 
Rf -fit; 0.60 (*nD3fc;i/A B^=95 : 5 : 3) c 

9 h-MR (CDCl 3 )8pp« ; 0.88 (6H, bd, J =5.7 Hz, CH(CH 3 ) 2 ) , 1.0-2.0 (1 

6H, ■ , (CH 3 ) 2 CH-CH 2 , + C(CH 3 ) 3 + CH 2 -CH 2 -CH 2 -Ph) , 2.4-2.8 (4H , ■ , CH 
-CO x 2 + CH 2 -Ph) , 7.0-7.4 (5H , ■ , 3^J£-H) „ 
[0 13 2] 
[«1«17] 

3(RS)-tert- zf?-)\s**r i/JjJViS— ;i/-5- ;* ^;i/-2(R)->f V Zf^-/l^^ >SS 
1 7 ) 

it-&%> 16-b fcH^ffc;* # U ;i/£JBv>TSS3g0!f 16-c , d t. m&ftWiflFZff^ 
**6tttt<8MMfc'&<» (^4X^52% ) £#fco 
Rf ffl ; 0.23 (AcOEt : n-^Sf -»*-> = 1 : 4). 

1 H-NMR (CDC1 3 ) 8pp« ; 0.90 (12H , ■ ,_CH(CH 3 ) 2 x 2) , 1.0-1.3 (2H , ■ 
~ 9 1 mtEfts?- 10-3108. 156 
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, CH(CH 3 ) 2 x 2) , 1.4-1.8 (13B „ S + ■ % CH 2 -CH(CH 3 ) 2 x 2+ C(CHg)g), 2. 
5-2.7 (2H , ■ „ CH-CO x 2)„ 
[0 13 3] 
W&mi 8] 

2(R)-[l(RS)-(tert-^;i/**S/:& ;!/#—/!/) yWi ( 

itiUfyl 8) 

itiS® 16-b i:3?ft*^/l/«:ffiV*Tj«ti« 16-c % d £|*|#©iB«s«:*TV*8& 
0 Rf M ; 0.28 (?cmift;i/i* : *#y-;i/=20: Do 

1 H-NMR (CDC1 3 )8ppm ; 0.91 (6H. ■ , CH(CH 3 ) 2 ) . 1.1-1.3 (4H , ■ , CH(C 

H 3 ) 2 + C0-CH-CH 3 ) , 1.4-1.8 (11H , S + ■ , CH 2 -CH (CHg) 2 + C(CH 3 ) 3 ), 2.59 
and 2.73 (2H , ■ , CH-CO x 2) D 
[0 13 4] 

imam 1 9 ] 

3(R)- j&;i/3K3fS/-5- ^^>n/-2(RS)-(3-7i— ;i/^Dtf;i/) ^^rif^Si-N- 

a) 5- ^^;v-2(RS)-(3-7x-;i/yntf;i/)-3(R)-2,2,2- hu^nnxf^ 

• K Offr&*l 9 -a) 

5-^^;i/-2(RS)-(3-^3i^;p^'n tr;i/)-3(R)-2,2,2- h^nnifM^S/ 

>\^r-9->^ (1.00 g, 2.27 mol ) £CH 2 C1 2 (20 «1 ) KigflSLg 

mnm%y ox.Kftmistz.. dmf (5 ?g) , t^ifu^nu k (217 ^1 , 2. 

49 iudoI ) $:i/U >^T?in^0TC-e20^IS^bfeo Zltf>i§?£$:0-'O^;i/-N- 
s<yyj\/st-3r*/jt]Jl-&— Kn^rS/>n/T^ > (640 «g, 2.49 wol ) „ TEA ( 
1.04 ml , 7.47 ■■ol ) CDCHgClg (20 ul ) *§8tlCgi*i#H^T O *C 

;40 g, n-/\^r-b-> : AcOEt =10: 1 ©^^T'^m) T*»$g-TS Z. £ y 

_9 2 ffilE^^ 10-3108156 
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, m&mfto&uit&ys u.i e . 43%)&#fc. 

1 H-NMR (CDCl 3 )8pp» ; 0.8-0.9 (6H , ■ , CH(CH 3 ) 2 ) , 1.1-1.3 (1H , ■ , 
CH(CH 3 ) 2 ) , 1.4-1.9 (6H , ■ , CH 2 -CH(CH 3 ) 2 + CH 2 -CH 2 -CH 2 -Ph) , 2.53 (2H, 
a , CH 2 -CH 2 -Ph) , 2.84 (1H, ■ , CH-CO), 3.83 (1H, ■ , CH-CO), 4.66 (2H, 
s , CH 2 -CCl^) ,4.88 (2H, s , O-CHg-Ph) ,5.26 (2H, s , C(=0)0-CH 2 -Ph), 
7.0-7.4 (15H, ■ , ^§J£-H) . 
[0 13 5] 

19-a (800 «g, 1.21 mmo\)^m (30 ml ) IC^«?L/1B0SpR (2.80 e 
, 36.0«ol) &#n;jt^MT*2.5 B^SJ^bfc. MS85fc£Si»!lb#g&£§:£^ Ac 

oEt $rio^fc. AcoEt mwizmm'&m.^ in mm. m^m^mx-^n^n 

A^n7h^7A( e/'J*-!f;i/;50 g, n-^-V-y : AcOEt =5 : 1 ftM&feWi 

T*sgffi) -e2ft$g-rs3iiicj: u, M&$m©3igBft-£#> (430 «g, 68%) znr=. 

o 

Rf |t ; 0.37 (AcOEt : n-/\3f1f> = l : 2) 0 

1 H-NMR (CDC1 3 )5pp» ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.1-1.3 (1H , ■ , 
# CH(CH 3 ) 2 ) , 1.4-1.9 (6H , ■ , CH 2 -CH(CH 3 ) 2 + CH^CHg-CH^Ph), 2.55 (2H, 
■ , CH 2 -CH 2 -Ph) ,2.92 (1H, ■ , CH-CO), 3.91 (1H, > , CH-CO), 4.87 (2H, 
s , 0-CH 2 -Ph) ,5.26 (2H, s , C(=0)0-CH 2 -Ph), 7.0-7.4 (15H, ■ , ^mffir* 

) o 

[0136] 

bum 2 o] 

3(RS)-tert- -f V *ri/jjfrtf-Jl-6- [4' -(N 1 ,N 2 -$;'<> i?JV**c i/jjfttf-fl' 

97— f) -2(R)- ^ v-f^rv^Vrym (^20) 

a) V*^VJb 3(RS)-tert- -f h 3p*/3&/l/aK— ;i/-3-(4'- — hni/>t^^ 
)-2(R)- -fV^f;i/7^i/^-h (M2 0-a) 
ffc-a-^16-bi:4-n h o JVZfU ^ K$r^VNTSSI5gMl6-ci: H*il(Z>|gf££ 

9 3 fflIE#¥ 10-3108156 
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*H-NMR (CDCl 3 )8ppm ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.1-1.5 (12H, s + 
■ , (CH 3 ) 2 CH-CH 2 + C(CH 3 ) 3 ) ,2.90 (2H, ■ , CH 2 -CH=CH), 3.21 (1H, ■ , CH 
-CO), 5.03 and 5.14 (2H each, s x 2 , 0-CH 2 -Ph x 2) , 6.3-6.5 (2H , ■ , 
CH 2 - CH=CH) , 7.2-7.4 (12H, m , 3£#i£-H) , 8.1 (2H , ■ , ^§J£-H) . 
[0 13 7] 

b) 3(RS)-tert-^ h^ri/^;i/JK^;i/-3-(4'- T ^ J V U> h U * ^ Vy)- 
2(R)- -fV^f;i/3A^© (M2 0-b) 

Q ft^20-a (4.50 g, 7.31 ««ol) &:n* J (100 ml) IC^«?U5V^^^^ 

(50% 2.5 g) fcSsiltm. TK^^SSSb^^^^S^ 2 BSia&L <M 

) 

^H-NMR (CD 3 0D)8pp« ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.1-2.0 (16H, ■ , 
(CH 3 ) 2 CH-CH 2 + C(CH 3 ) 3 + CH 2 -CH 2 -CH 2 -C 6 H 4 ), 2.49 (2H, ■ , CHg-CgH^ , 2. 
7-3.5 (1H , ■ , CH-CO), 6.7-7.1 (4H , ■ , ^##j-H) . 
[0 13 8] 

c) 3(RS)-tert-^ h ^-i/iJ J^=-JV-6- [4' -(N 1 ,N 2 -^^> Vfr**ris*}frtf=- 
;i/^T-K) 7ilM-2(R)- >fV^f;i/A^t>K «b£-4gj2 0) 

© fts£*0-b (2.98 g, 7.31 «mol ) SrDMF (30 ml ) IC*§«?U TEA ( 3.10 ■ 

i , 2i.9 moi ) £<fct;iH- tr^y-;i/-N,N*-ifx( *<i/*jn,**ri/i3n/-&— ft 

) j!j)Vtf*r-y-$Z?> (3.32 g, 8.77 moI ) £fln*40^Tn5B#t^# Lfco 

AcoEt (ioo mi) izmmvm m^nk^^mx-tti^ 

tl2 Ht'odfrttifciMk &*MgS0 4 T*|g^, i§$S&«BE@*U *7A^Y 
h tf^l* (.isV Jjtffr ; 400 g , CHC1 3 : MeOH = 200 : 1 <Dm&fe&"Z&&) T? 
*9«i-sri:JCJ:»J, M^tfi^^Saffc^ (1.03 g, 21* ) 

*H-NMR (CXl 3 )6pp« ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.8 (16H, ■ , 
(CH 3 ) 2 CH-CH 2 + C(CH 3 ) 3 + CH 2 -CH 2 -CH 2 -C 6 H 4 ), 2.4-2.7 (4H , ■ , CH 2 -CgH 4 + 
CH-CO x 2) , 5.1-5.3 (4H , ■ , O-CHg-Ph x 2) , 7.10 (2H, ■ , NH x 2) , 
7.2-7.5 (14H, ■ , ^#;6£-H) . 7 
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[0 13 9] 

m&m2 i] 

2 1) 

3(R)- #;i//tf=5pS/-2(S)-fc: Kn^>>-5- t^fr^VZ/m (440 «g, 2.31 mmo 

i ) ic&TKb U7;i/*n»Si (4 «i) Srfln*, oict-4 n#is&#b£:„ 
*u ^?tic*#,>-;i/ (4 «i) rt-2 m&imwv. 

^ 20:1 <Dm^mmxmm) x-nm-tzmizj:*). m^^(omm^^s (344 »g 

. 73%)£*#fc„ 

^H-NMR (CDCl 3 )Spp« ; 0.94 (6H. d , J=5.0 Hz, CH(CH 3 ) 2 ) , 1.3-2.0 (16H 
, ■ , (CH 3 ) 2 CH-CH 2 ) . 2.8-3.2 (1H , ■ . CH-COgH), 3.82 (3H, s , OCHg) % 
4.29 (1H, d , J=3.5 Hz % H O-CH) , 6.6 (2H , brn , OH + C0 2 H ) „ 
[0 14 0] 

m&m2 2] 

N a -[4-( VI Kn*S/7$ J )-2(R)- >f V^;i/-3(RS)- ;* Zs-M - 

N e - r-fe w ^ K-f ;i/-L- y y> n- ^^;i/T^ K • 1 mwt& Ut&gsz 2) 

a) N e - slZ/VJlJrifi/lJJVtf—JV-L- y N- ^f;i/7^ K • 1 ( 
• M2 2-a) 

(8.20 g, 20.8 moI ) £2K#T4N HCl (AcOEt 100 ml) 

»U HD^T'45^ia^bfe. &fS?££^BE&*gl/, ^lCEt 2 0 (100 -1) 

fe. 

1 H-Mffi (CD 3 0D)5pp« ; 1.3-1.8 (6H , ■ . CEfc£tf 2 ) 3 ) ,2.70 (3H, s , NH^C 
H 3 ) , 3.27 (2H, ■ . -0C(=0)NH-CH 2 ), 4.25 (1H, ■ , NH-CH-CO) , 5.05 (2H, 
s , 0-CH 2 -Ph) , 7.2-7.5 (5H „ ■ , 0 
[0141] 

b) N a - [4-tert- zf h*r $/-2(R)->f V /1/-3 (RS) - *?-JW>7 i/—M~ N e 
- s<y is JV>t~ ^- is 3] JI/jR — )l-L- U vy N- ^f^75 K (ffr&4& 2 2 - b ) 

_9 5 ffiliE#¥ 10-3108156 
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ffc^22-a (6.86 g, 20.8 «moI ) & DMF (26 ml ) - CHgClg (60 «1 ) ICS§ 
«?b -15TCT*MJ$T, -fb-^-^18 (4.60 g, 18.8 moI ) , HOBT (3.40 g, 24.9 ■ 
■ol ) , EX (4.77 g, 24.9 «mol ) fc^tfTEA (2.89 ml , 20.8 mol ) 

. AcOEt (200 «1) fciDX., ItfRlNaHCOg**!*, ttfr** 

A fiHfrO*ffiffc^* (6.87 g, 70%)£#£ o 

Rf ffi ; 0.55 (^D n^;i/A : ^ ^ y — ;i/ = 10 : Do 

1 H-NMR (CDCl 3 )Spp» ; 0.8-0.9 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.2 (4H , ■ > 
CO-CH-CHg + CH(CH 3 ) 2 ) , 1.3-1.9 (171, s + ■ , CH 2 -CH(CH 3 ) 2 + (CH 2 ) 3 -C H 2 - 
NH + C^CB^) 3 ) , 2.4-2.7 (5H , d + a , J=4.7 Hz, NH-CH 3 +_CH = CO x 2) , 3. 
2-3.4 (2H , ■ , CH 2 -NH) , 4.25 (1H, ■ , NH-CH-CO) , 5.10 (2H, s , O -CHg- 
Ph) , 6.5 (lfl , ■ , NH) , 7.0-7.2 (2H , ■ , NH x 2) , 7.2-7.5 (5H , ■ , 

[0 14 2] 

c) N a -[4-fc: Kn^ri/-2(R)->f V^;i/-3(RS)- H-frW t/— M~ N e - * 

# yvfrtti/mm—fr-L- u vy n- *?-)\st^ k • 1 (it&yaz 2 - 

c) 

it&m 22-b (3.4 g, 6.54 ■mol)lC:*fci£b£:95X hU7DaBi C?K5%^, 
20 ■Dfcflnx., 5*CT*4B£|igSI#Lfc„ &jStt&ift£»KU EtgOfeftl^TM 

*IBflS'&'ft(3.0 g, 99X)£$#fc 0 

1 H-NMR (CDC1 3 )6PP« ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.3 (4H , ■ , 
C0-CH-CH 3 + CH(CH 3 ) 2 ) , 1.3-1.8 (8H , ■ , CH 2 -CH(CH 3 ) 2 + CH- (CH 2 ) 3 ) , 2. 
49 (1hT«~, CH-CO), 2.75 (4H, ■ , NH-CH 3 + CH-CO) ,2.94 (2H, ■ , CHg- NH 
) , 4.30 (1H, ■ , NH-CH-CO) , 5.12 (2H, s , O-CHg-Ph) , 6.5 (1H , ■ , NH 
) , 7.0-7.1 (2H , ■ , NH x 2) , 7.2-7.5- (5H , ■ , ^#J£-H) . 
— rt ■? •fj^xf^.sn ? o — a i o ft i R fi 
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[0 14 3] 

d) N a -[4-(N- Kyi?Jl**ri/T$ >/)-2(R)- >f V ^A/-3(RS)- 

N e - TiZ h-T 5. hM;i/-L- V i/> N- K iit^2 2-d 

) 

ft"£4&22-c (2.0 g. 4.31 mol)*;* # J - (40 «1) K1?£8?U 5% 
Z?V2*mm (50%Mft. 1.0 g) fetftDDft. TKiR&SKb&^bM-e 3.5B&H* 

1 ) IC?§S?L0 TCKU*«Ift> TEA (1.93 «1 , 13.8 moI ) fc<fc 3^1/7 iz h 
0 W^-r-h&^ig (577 «g. 4.53 «mo1 ) SrSfo&tlUfc. 

M-ei5l*|Biai#P«0 , CK:?fr«!U HOBT (612 «g, 24.9 mmo\ ) % 0-K>^;i/ 
M Kn^r2/;VT^ (1.38 g. 8.62 molK EDC (1.65 g, 8.62 moI ) 

33«fctfTEA (1.20 «1 , 8.62 moI ) fcJHlcaSfl&Ufc. MT?15«rHffl»Mk « 

mznmm&lsteo z.<DELfcUi$®*m j rUry HP-20 (H*fl:#; 200 »i, 
0-70% ^^7-^/*^?RT^ffi) fij:^7^^n7h^7A ( 2/ 
70 g, ^nDt^ : *ZJ-A> : RH = 10 : 2 : 1 :2 : 1 <Z>S^«iE 

x-mm) t?»«u tk (so «d &*n*T«e«s*-rs*picj:y, efe*uej*» 

5R©*aB«#* (1.0 g . 49%)£#fc 0 

*H-NMR (CXI 3 + CD 3 C1)8pp« ; 0.7-0.9 (6H , ■ . CH (CH 3 ) 2 ) . 0.9-1.1 (4 
# H , ■ . CO-CH-CH3 + CH(CH 3 ) 2 ) , 1.2-1.9 (8H , ■ „ CH 2 -CH(CH 3 ) 2 + CH-(CH 2 
) 3 ) , 1.94 (3h7~s~. CH 3 C0 2 H); 2.18 (3H, s „ C-CH 3 ), 2.55 (1H. ■ , CH-CO) 
72.73 (4H, ■ , NH-CH 3 ~+ CH-CO) , 3.0-3.4 (2H , ■ „ CH 2 ~NH) , 4.36 (1H, 
■ , NH-CH-CO) , 4-. 89 (2H, s , O-CHg-Ph) % 7.2-7.4 (5H , ■ , ^§I£-H) . 
[0 14 4] 

e) N a -[4-(N- H Kn*^7^)-2(R)- -f V ^ ;i/-3 (RS) - **JU*9l/=- 
N e _ 7i2 ^ ^ K>f ^-L- U Vy N- *^;b7^ K • 1 WefflS. Ut^2. 

2) 

ffc-£^22-dODft£-$> (1.0 g > 2.10 moI ) ZWm (10 «1 ) 5% 
(50%®#, 1.0 g)&^in^ *ili£i£bfc#e>^iaT* 2.0B£|3 

&L<m#ufc„ BWft«ffi«*Lfe- »&nfe«aKiEt 2 o (20 

_9 7 tfJl£4$¥ 10-3108156 
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■l ) ZtoKffimisfc1£M l zmm?&z£^&V&&&& ( »&^k&® (889 ms 

, 95% ) £#fco 

161-165 "C, Rf U ; 0.15 D n : * # ^ : WWt = 5 :2 

: 1), 0.43 (n-BuOH : AcOH : * = 4 : 1 : 1)» FABMS (M + +l) : 386 D 

*H-NMR (CD 3 0D)6pp» ; 0.8-0.9 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.1 (4H , ■ , 
CO-CH-CH3 + CH(CH 3 ) 2 ) , 1.3-1.9 (8H , ■ , CH 2 -CH(CH 3 ) 2 + (CHg) 3 ~C H 2 -NH) 
, 1.94~(3H. s , CH 3 C0 2 H), 2.24 (4H, s + > , C-CHg + CH-CO), 2.55 (1H, ■ 
, CH-CO), 2.72 (3hT« , NH-CH 3 ) ,3.22 (2H, ■ , CHg-NH) ,4.28 (1H, > , 
£ NH -CH- CO) o 

[0 14 5] 
[»3St«2 3] 

N a -[4-( \L y)-2(R)- >TV^;U-3(RS)- * f-Rr** - 

L _4«_ 7 ^ j jL^x/y? ^—frr^—y n- *^;i>y^ F • 1 (flS"£4&2 

3) 

a) N a -[4-tert- •? h 3r^>-2(R)->f V ^;i/-3(RS)- ^^^if^ S/— A/] -L-4* 
- i/T ;7x-^/77-> N- ;i/7^ K (it&ysZ 3- a) 

4t^5fcJ:mt^l8£Mv^§g^22-a, b £m&<Z>mft*ft^&&®ft 

# gfcj& ; 160-164 1C, Rf 0.60 (^nn^;i/A : ^^y-;^ = 10: 1) . 

^H-NMR (CDCl 3 )8p P » ; 0.7-0.9 (9H , ■ , CH (CH 3 ) 2 + CO-CH-CHg) , 1.2-1. 
5 (12H, ■ , CH 2 -CH(CH 3 ) 2 + C(CH 3 ) 3 ) , 2.41 (2H, ■ , _C0-C0 x 2) , 2.73 ( 
3fl, ■ , NH-CH 3 ) , 3.0-3.4 (2H , ■ , C^-CHg) , 4.12 (IE, ■ , NHzCH-CO) 
,6.27 and"6T58 (1H each, ■ , NH x 2) , 7.33-7.59 (4H , ■ , ^#J£-H) „ 
[0 14 6] 

b) n 3 -[4-(n- K>$;;i/^-drt/r^y)-2(R)- >f yy^;i/-3(RS)- h-kw 

i/n;i/]-L-4'- i/7;7i-^/77-> N- *^;i/TS K (2 3-b) 

<b^23-a (36.9 g, 85.9 -mol ) lC*#Lfc95* h'J7na»i Wtt&M 
, 200 -1) fcitlx.. 5 TCT-2 WrlBSff Ufc. Rfomzn&Wk&L* Et 2 0£fln*.T 

^ P ft ffift^ 5 ? 10-3108156 
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#e>ftfcBJ£^£DMF (300 ml) lCf£j$¥L-15 TCIC#2$^ HOBT (13.9 g, 10 
3 mol) , 0- ^yVJUM Fn=3lri/;i/T^ y&WSL (20.6 g, 129 mol) , EDC 
(19.7 g. 103 ■■ol) £J:tfTEA (18.0 ml , 129 ool) fcJElC^flDl/fc. 

t*i5i*h«#«l fcj&m&m** (2 l ) izmrv^fm^r^u^mM^t^ # 

btlfei^SSrlNig^ 10%Na 2 C0 3 tK?8?8u EtgO^JgT'Sfe^ L^JET^ L, 
fej^S^^IB-fb^ (39.2 g, 95%) 

Rf W. ; 0.42 and 0.47 ( ^nn^l/A : *#>>-;P = 10 : 1)„ 
*H-NMR (CDC1 3 + CD 3 0D)8pp« ; 0.5-1.0 (10H, ■ , CH(CH 3 ) 2 + C0-CH-CH 3 ) 
£ , 1.2-1.5 (2H , ■ , CH 2 -CH(CH 3 ) 2 ) , 2.0 and 2.34 (1H each , ■ , CH- CO x 
2) , 2.73 (3H, ■ , NH-CH 3 ) , 2.98 and 3.19 (1H each, ■ , CgH 4 -CH 2 ) % 3. 
59 (1R\ a , NH-CH-C0 ) , 4.63 (1H, ■ „ NH) „ 4.86 (2H, ■ „ O-CHg-Ph) , 
7.13 (1H, ■ , NH) % 7.3-7.6 (9H , ■ , ^«i£-H) „ 
[0 14 7] 

c) N a -[4-( tKn^ri/7^H(E)- -4 V ^;V-3(RS)- t^-frW */-Jl> 

1 -L-4' - T ^ J *^U>7 iL—JVT^ — y N- *^;i/T^K'l Wf&&. Ot&Vll 

2 3) 

it^ms-b (10.0 g. 20.8 —ol ) (90 ml ) IC*§#U 5% 7*9 5?* 

j±mm (5o%m<*. 5 g) &8sflim. y^mtim^^^Mu^ 16 nm$fcL/<si 
• » ufe. mmtmrnvt* mmzm&&£hn (so «i ) izmmv 

hronatorex ODS-1020T ; 500 g , 0%fr&4%* # ^ -/b / 0.1% 

ffi) &fflv>T*it!m. ^^-r&ziiiiciy, e^@^o^iaifc^ (6.7 g 

, 71%)£#fc. 

jKj& ; 223-226 Rf « ; 0.14 (? n n^;i/A : * # V -/b : »fll = 5 : 2 
: 1), 0.52 and 0.60 (n-BuOH : AcOH : zK = 4 : 1 : D. 

1 H-NMR (CD 3 0D)Spp« ; 0.68 (3H, ■ , C0-CH-CH 3 ), 0.7-0.9 (6H , ■ , CH(C 
H 3 ) 2 ) „ 1.2-1.6 (4H , ■ , CH 2 -CH(CH 3 ) 2 ) , 1.93 (3H. s , CHgCOgH), 2.57 ( 
2fi\ ■ „ CH-CO x 2), 2.66 (3H, ■ , NH-CH 3 ) , 2.89-3.30 (2H . ■ , CgH 4 -CH 2 
) , 4.04 (2H, ■ , CH 2 -NH 2 ), 4.67 (1B\ ■ , NH-CH-CO) , 7.35 (4H, ■ , ^# 

9 9 10-3108156 
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[0 14 8] 
4] 

N a -[4-( t Fn=¥$/T^ J )-2(R),3(R or S)- VA V? )\>"*fr 9 i/—)\/]-L- 
yji*f-y n- *^;i/7^ K • l (fb^fe2 4) 

a) N a -[4-tert- ^ h 3f£/-2(R) ,3(RS)-*;>f V 1/-M - N g ,N g - 

) 

0 <ffc£^9 £<fctMt^l7£M^TSg}£0!l22-a, b fcH#©»ftsfcfT^ 

1 H-NMR (CDCl 3 )5pp« ; 0.8-0.9 (12H, ■ , CH(CHg) 2 x 2) , 1.1-1.3 (2H , 

■ , CH(CH 3 ) 2 x 2) , 1.4-2.0 (17H, s + ■ , CH 2 -CH(CH 3 ) 2 x 2 + (CH 2 ) 2 -CH 2 - 
NH + C(CH 3 ) 3 ) , 2.4-2.6 (2H , ■ , CH-CO x 2), 2.72 (3H. d , J=4.8 Hz, NH 
-CH 3 ) , 3.6-3.9 (2H , ■ , CH 2 -NH) , 4.32 (1H, ■ „ NH-CH-CO) , 5.0-5.3 (4 
H , s x 2 , 0-CH 2 -Ph x2), 7.0 (1H , ■ , NH) , 7.2-7.5 (11H, ■ , ^^Jfc-H 

+ NH), 8.3 and 8.5 (2H , ■ , NH x 2) . 
[0 14 9] 

b) N a -[4-( \L Fn^fS/T^/)- 2(R),3(R or S)-*M V^/H*"* 2/— M ~ 

♦ l-t;i/^-> n- *^;i/T^ F • 1 mm. (it&ynz*) 

mn&mo% ) *nt=.. 

1 H-NMR (CD 3 0D)8pp« ; 0.6-0.9 (12H, ■ , CH(CH 3 ) 2 x 2) , 1.0-1.2 (2H , 

■ , CH(CH 3 ) 2 x 2) , 1.3-1.9 (8H , ■ , CH 2 -CH(CH 3 ) 2 x 2 + (CHg) 2 "CH 2 -NH) 

„ 1.96 (3H, s , CH 3 C0 2 H), 2.4-2.6 (2H , ■ , CH-CO x 2), 2.72 (3H, s , NH 
-CH 3 ) , 3.6-3.9 (2H , ■ , CH 2 -NH) ,4.27 (1H, ■ , NH-CH-CO) „ 
[0 15 0] 

N a -[4-( fc Kn^ri/T^ J )-2(R)- >f V -f* ;i/-3 (RS) - ;* - 

l-t;i/=?-> n- *^jvt$ f • i mm& uta?®>2 5) 

. - r\ . <JJ*~r-(<*iStL 1 n-a 1 0_ft 1_ F»_fi 
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a) N a -[4-tert- -f V =*f S/-2(RW V ^;i/-3(RS)- ;* 2/— /I/] - N g 

,N g - v^y^^^iyhn/^—^-L- yjv^-y n- **;it$ F (ifc-&«2 

5 - a) 

*H-NMR (CDCI3) 8pp« ; 0.7-1.0 (6H , ■ , CH(Cfl 3 ) 2 ) , 1.0-1.3 (4H , ■ , 
CH(CH 3 ) 2 + C0-CH-CH 3 ) , 1.3-2.0 (15H, s + ■ , CH 2 -CH(CHg) 2 + (CH 2 ) 2 -CH 2 - 
NH + C(CH 3 ) 3 ) , 2.2-2.7 (5H , d + 1 , J = 4.8 Hz, NH-CH 3 + CH-CO x 2). 
0 3.6-4.6 (3H , ■ , CH 2 -NH + NH-CH-COK 5.14 and 5.23 (4H , s x 2 , O-CHg- 
Ph x2). 6.5-7.1 (3H , ■ , NH x 3) , 7.2-7.5 (10H, ■ , ^#^-H) , 9.5 (1 
H , ■ , NH) o 

[0151] 

b) N a -[4-( \L Kn^PS/T^ J )-2(R)- ^fy^>H/-3(RS)- * t/-)V 
]-L-TAs*-y N- *?-)lT$ F • 1 ftfiftife (-ffc-&«2 5) 

ft-£4&25-a£jgVATi^0!!23-b, c h H*©SMl2&ffV* . 
itHt®} (jtfMX3553X ) 

Rf -fit; 0.15 (^nn^A:^^;-;i/:»!6=5 :2 : 1), 0.47 (n-BuOH 
: AcOH : * = 4 : 1 : 1), FABMS (M + +l) : 373 „ 
0 h-m (CD 3 0D) 8pp« ; 0.8-0.9 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.2 (4H % ■ . 

CH(CH 3 ) 2 + C0-CH-CH 3 ) , 1.3-1.9 (6H , ■ , CH 2 -CH(CH 3 ) 2 + (CH 2 ) g-CHg-NH) 
, 1.94 (3H, s , CH 3 C0 2 H), 2.2-2.6 (2H , ■ „ CH-CO x 2), 2.73 (3H, s , NH 
-CH 3 ) , 3.6-3.8 (2H , ■ , CHg-NH) „ 4.26 (1H. ■ . NH-CH-CO) . 
[0 15 2] 

mmm 2 e ] 

>f v^>h/-2-(rs)-(3- 7i-^^n tr/io **$/:/ysK-i (ffc^ 

2 6) 

a) [4-tert- -f V 3f£/-2(RW V 7^ As-3(RS)-(3-Z7 aL-fls^U 
m N-[3-N 1 ,N 2 -^'<>^;i/^-^2/^>n/3K-^^r — ^/-KS)-*^/!/*^/^-* 

LO 1 ffilE^^ 10-3108156 
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;i/-n- -fU^M 7^ F 2 6 - a) 

tt^iofc<fctMfc^4&i6£ra^T§^#j22-a % b £ m&<DWitt*:iT^ 
(Dmmt&ys (^55% ) 

1 H-NMR (CDCl 3 )6pp« ; 0.87 (6H, ■ , CH(CH 3 ) 2 ) , 1.2-1.9 (18H, ■ . CHg- 
CH(CH 3 ) 2 + CH 2 -CH 2 -NH + (CH 2 ) 2 "CH 2 -Ph + C(CH 3 ) 3 ), 2.1-2.8 (7H , d +■ , 
J = 4.8 Hz, NH-CH 3 + CH-CO x 2 + CHg-Ph) „ 3.6-3.8 (2H , ■ , CHg-NH) , 
4.45 (1H. ■ , + NH-CH-CO) , 5.0-5.3 (4H , ■ , O-CHg-Ph x2), 7.0 (1H „ ■ 
, NH) , 7.2-7.5 (16H, ■ , ^#i£-H + NH), 8.4 and 8.6 (2H , ■ , NH x 2) 

[0 15 3] 

b) n 4 -[3- ^T-^v-i(s)-^^;i/^;i/^ ; t-r;i/^ , ntf;i/]-N 1 - tKDdr$/-3 
(R)-^fyy^;i/-2-(RS)-(3- 7i-^yn^) x?i/>T$ F • 1 at 

i$m 26) 

f^:-a•^26-a$:MV^Tig3tM23-b > c £ ^©^fc^efeHtttf^iBft^ 

(ititJtx^5u ) *m=.. 

Rftj& ; 143-149 °C. Rf -fit ; 0.38 DD*M : ;* # ^ -JV : B£S*=5 : 2 
: 1), 0.62 (n-BuOH : AcOH : 7K = 4 : 1 : 1). FABMS (M + +2) : 464 0 
1 H-NMR (CD 3 0D)8pp« ; 0.87 (6H. ■ , CH(CH 3 ) 2 ) , 1.1-1.9 (9H , ■ , CHg- 
• CH(CH 3 ) 2 + CH 2 -CH 2 -NH + (CH 2 ) g-CHg-Ph) % 2.2-2.8 (7H , s + ■ , NH-CHg +_C 
H^CO x 2 +~CH^-PhK 3.6-3.8 (2H , ■ , CH 2 -NH) , 4.25 (1H, ■ . + NH^CO 

) , 7.1-7.3 (5H /■ , ^mm-K) o 

[0 15 4] 
[983tfiT2 7] 

N 4_ [3-# r=L & j -i (S)-* f-JUX I^J^A frZfn -N 1 - tKDdp i/-3(R) , 
2(RS)-SM V^;i/**S/>7^ F • 1 BfcSSS 0ffr&4&2 7) 

a) [4-tert- ^ F * */-2(R)->f V :/^;i/-3(RS)- 3A^ai-H-[3- 

T ^ F ttfc-£&2 7 -a) 
fb^iO;}sJ:lHfc^4&l7£Mv^T^#l22-a, b im^cDi&^fcfTV^&Htt 
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h-MR (CDC1 3 )5pp« ; 0.8-0.9 (12H, ■ , CH(CH 3 ) 2 x 2) . 1.1-1.3 (2H , 
■ , CH(CH 3 ) 2 x 2) , 1.4-1.9 (15H, s + ■ , CH 2 -CH(CH 3 ) 2 x 2 + CH 2 -CH 2 -NH 
+ C(CH 3 ) 3 K 2.4-2.6 (2H „ ■ , CH-CO x 2). 2.71 (3H, d , J = 4.8 Hz, NH- 
CHg), 3.6-3.8 (2H , m , CH 2 -NH) , 4.40 (IE, ■ , NH-CH-CO) . 5.0-5.3 (4H 
7T, 0-CH 2 -Ph x2). 7.1 (1H , ■ , NH) , 7.2-7.5 (11H, ■ «. ^##§-H + NH) 
, 8.4 and 8.6 (2H , ■ , NH x 2) „ 
[0 15 5] 

b) N 4 -[3- ^T-^y-K^-^f^^^^-f^/^nifM-N 1 - 

(R),2(RS)-SM Vf^-frTsVisyyX K • 1 Mt% (ft^*2 7) 
Gt3W£i8X ) £#fco 

jRj& i 165-167 TC, Rf fg ; 0.27 O : * * 7 - /I/ : IfcS8 = 

5 : 2 : 1), 0.66 (n-BuOH : AcOH : * = 4 : 1 : 1). FABMS (M + +l) : 401 „ 
^H-NMR (CD 3 0D) 8ppm ; 0.6-0.75 and 0.8-0.9 (13H , ■ , CH(CH 3 ) 2 x 2 + 
CH(CB 3 ) 2 ), 1.06 (1H, ■ , CH(CH 3 ) 2 ) , 1.3-1.9 (6H . ■ , CH 2 -CH(CH 3 ) 2 x 
2 + CH 2 -CH 2 -NH), 1.95 (3H, s , CHgCOgH), 2.4-2.6 (2H , ■ , CH-CO x 2), 
2.73~~(3H> s , NH-CH 3 ) % 3.6-3.8 (2H , ■ . CH 2 -NH) , 4.25 (1H. ■ > 
NH-CH-CO) „ 

[0 15 6] 
m&m2 8] 

-f y^;i/-2(R or s)- **jix9i/yr$ K • 1 W?m& X<b^2 8) 

a) [4-tert- ^h^S/-2(R)->f V^f ^/-3(R or S)- nJWWt N-[3- 

N 1 ^ 2 -^ y Vfr**r i/iJfr-R— Jl> 97 - V J -1 (S)-* *n>i] A,Af( frzfu fcT 

M 7$ K (it&#2 8- a) 

ft^%lO£J:lHb^l8£MV^5gi£0!l22-a, b £ H&Oiftffs&fT V^ 

*H-NMR (CDC1 3 )6pp« ; 0.7-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.2 (4H , ■ „ 

10 3 tlSE^ 10-31 
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CH(CH 3 ) 2 + CO-CH-CHg) , 1.3-2.1 (13H, s + ■ „ CH 2 -CH(CH 3 ) 2 + CHg-CHg-NH 
+ C(CH 3 ) 3 ), 2.1-2.8 (5H , d + ■ , J = 4.8 H2, CH-CO x 2 + NH-CHg) , 3.2 
and 3.6 (1H each, ■ , CHg-NH) , 4.45 (1H, ■ , NH-CH-CO) , 5.0-5.3 (4H . 
■ , 0-CH 2 -Ph x2), 7.1 (1H , m , NH) , 7.2-7.5 (11H, ■ % ^#I£-H + NHK 
8.4 and 8.6 (2H , ■ , NH x 2) „ 
[0 15 7] 

b) N 4 - [3- ^y-^^-KSj-if^A^^^A^n^l-N 1 - tKD^ri/-3 

(R)-fy^f^-2(R or s)- *^;i/**s/>y^ K • 1 mmm. 0ffr£*2 8) 

£ -ffc^28-aS:flSVNTSg^M23-K c £. m&<Z>&ttZif V^ SftHtt©*®^* 

(®wjr^65% ) 

MM ; 135-139 Rf # ; 0.15 (^DDJftAA : ;* * 7 : Bfclfc = 5 :2 
: 1), 0.49 (n-BuOH : AcOH : #=4 : 1 : 1). FABMS (M + +l) : 359 0 

1 H-NMR (CD 3 0D) 5 PP» ; 0.8-0.9 (6H . ■ , CH(CH 3 ) 2 ) . 1.0-1.2 (4H , o , 
CH(CH 3 ) 2 + C0-CH-CH 3 ) , 1.3-1.9 (4H . ■ , CH 2 -CH(CH 3 ) 2 + CH 2 -CH 2 -NH), 1. 
95 (3H, s , CH 3 C0 2 H), 2.2-2.6 (2H , ■ , CH-C O x 2) „ 2.72 (3H, s , NE^C 
H 3 ) „ 3.6-3.8 (2H , ■ . CH 2 -NH) , 4.27 (1H, ■ „ NH-CH-CO) . 
[0 15 8] 
[»3i«2 9] 

• N a -[4-( t KD^r^7^;)-2(R)- -f V 7* fir* (RS) - * is-M - 

L-*»-^y n- *?-;iT^ k • 1 mm& ut&%a2 9) 

a) N a -[4-tert- Y * S/-2(RW V ^A-3(RS)- */-M~ N d 

- /<>^;i/^-^r'>^;i/3K— ;i/-L- ^jv—^-y n- ;v7 5 f ({£&®2 9 - a 

) 

<D&mit&® (4X3*72% ) 

^-NMR (CDC1 3 )5pp« ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) . 1.0-1.3 (4H , ■ , CH 

(CH 3 ) 2 + C0-CH-CH 3 ) , 1.3-1.9 (15H. s + - , CH 2 -CH(CH 3 ) 2 + (CH 2 ) 2 - CH £ -NH 

+ C(CH 3 ) 3 ) . 2^2.7 (2H , ■ , CH-CO x 2), 2.72 (3H, d , J = 4.8 Hz % NH 

-CH 3 ) , 3.2-3.4 (2H . ■ . CH 2 -NH) % 4.3.0 (1H, ■ , NH-CH-CO) , 5.09 (2H, 

t o £. 10 - _3_ 10 8 15 6 
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s , 0-CH 2 -Ph) , 6.4-6.7 (1H . ■ . NH) , 7.0-7.2 (2H , ■ , NH x 2) , 7.2- 
7.5 (5H . ■ , ^#J£-H) o 
[0 15 9] 

b) N a -[4-( tFD^J/7^)-2(R)- -f V^;i/-3(RS)- * 
]-L-7f)V-^> N- K • 1 WW& (ft^#2 9) 

ft-£-#>29-a&MV^$gji0!l23-b, c £ m&VglttZfT^ &&Mfel&ft3Z<D&m 

1 H-NMR (CD 3 0D)Spp« ; 0.8-0.9 (6H % ■ , CH(CHg) 2 ) , 1.0-1.2 (4H „ ■ . 
CH(CH 3 ) 2 + CO-CH-CHg) , 1.3-1.7 (6H . ■ , CH 2 -CH(CH 3 ) 2 + (CHg) 2 - CH 2 ~NH) 
, 1.88 (3H. s , CHgCO^), 2.4-2.7 (5H , • , CH-CO x 2 + NH-CHg) , 2.85 ( 
2H, ■ , CH 2 -NH) , 4.27 (1H. ■ . NH-CH-CO) Q 
[0 16 0] 

m^m SO] 

N a -[4-( tFn^i/7^;)-2(R)- >f y^^-3(RS)-(3-7i->n/-^n tf;i/ 
) Wis-M- N e - Tizb-f ^ K-f ;i/-L- N- ^f;i/7 5 F • 1 

(>fb^3 0) 

a) N a_ [4 _ tert _ ^h^e/-2(R)-- f V ^;i/-3(RS)-(3-7 x-^D t^) * 

N e -2- ^Dn/<>^5}-=3r^*;i/^-^-L- U S» N- 
K (ft#«3 O-a) 

*H-NMR (CXI3) 8pp« ; 0.8-0.9 (6H , ■ , CH (CHg) 2 ) .1.08 (1H. ■ , CH(C 
H 3 ) 2 ) , 1.2-1.9 (21H. s + - . (CH 2 ) 3 - CH 2 -NH + (CH^-CH^Ph + C(CH 3 ) 3 + 
CH 2 CH(CH 3 ) 2 ). 2.4-2.6 (4H , ■ , CH-CO x 2 + CHg-Ph) , 2.77 (3H, ■ , NH^ 
H^T. 3.18 (2H. ■ . CH 2 -NH) , 4.32 (1H. ■ , + NH^CD) , 4.91 (1H, ■ , 
NH) , 5.22 (2H, ■ . (HHg-CgHj) , 6.28 and 6.4 (2H. ■ , NH x 2) . 7.1-7. 
4 (9H , ■ , ^#I£-H) „ 
[0 16 1] 

b) n 4 -^>^;i/^^^-n 4 -^>^;i/^^^*^^-^- n1 -[ 5_ '^^^ 

1_0 5 fflfE#¥ 10-31 



10 — 218676 



-(3-7i-Jl/^D tf;i/) ***/>T^K (-fb^*3 0-b) 

Kti;^* (4X^52% ) 

1 H-NMR (CDCl 3 )5pp« ; 0.7-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.2 (1H „ ■ , 
CH(CH 3 ) 2 ) , 1.2-1.9 (12H, ■ , CH -(CH 2 ) 3 + (CH^-CHg-Ph + CHgCH (CHg) 2 ) , 
2.4-2.6 (3H , ■ , CH-CO + CH 2 ~Ph ), 2.73 (3H, d , J = 4.8 Hz, NH-CHg) , 
3.1-3.3 (2H , ■ . CH 2 -NH) ~90 (1H, ■ , CH-CO), 4.08 (1H, ■ , NH^CO 
^ ) , 4.80 (2H, ■ , O^ci^Ph) , 5.09 and 5.26 (4H , s x 2 , C (=0) O-CHg-Ph 
x 2 , 6.5 (1H , ■ , NhT. 7.0-7.2 (2H , ■ , NH x 2) , 7.0-7.4 (20H, ■ . 

[0 16 2] 

C ) N a -[4-( H Kndri/T5 y)-2(R)- -f V ^;i/-3(RS)-(3-"7 a:^;i/^n \f. 

Wis—fr] -L- Vi?> N- *^;bT ^ K (M8 0-c) 
it&mO-aZm^Tm&ffltt-^ c tl^^l©^ (teb&MzKii^&lHCliMeOH 

ife,& ; 181-182 1C, Rf W. ; 0.46 nn*M : * # y : »^ = 5 : 2 
: 1), 0.56 (n-BuOH : AcOH : ?K = 4 : 1 : 1). 
♦ 1 H-NMK (DMSO-d 6 ) 8 pp« ; 0.7-1.0 (7H , ■ , CH(CH 3 ) 2 ) , 1.1-1.7 (12H, ■ 

, CH 2 -CH(CH 3 ) 2 + (CH 2 ) 3 - CH 2 -NH 2 + (CH^-CHg-Ph), 2.3-2.7 NH-CHg +_C 
fr^ol 2 + CH 2 -Ph + CH 2 -NH 2 ), 4.18 (1H, ■ , NHzCH^CO) , 7.1-7.3 (5H , ■ 

[0 16 3] 

d) N a _[4-( t: Ko^i/r^ y )-2(r)- >rv^;i/-3(RS)-(3-7 3i-;i/^a t: 
N e - r-fe h-r ^ hM;v-L- y s;> n- ^ k • 1 gm 

i& (fb^3 0) 

fb£«0-c (3.78 g, 8.42 nol ) &DMF_ (100 «1) K?§«¥L0 X^iZ^m^ 
^ ^ n * mfF«#^ 1,0-310 8_1_5 6 
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TEA (2.41 ml „ 17.3 moI ) J: & 3L*JUT± h <i ^ =?- V (1.13 g 

„ 8.84 uol ) fcasflULO TCT*30^, gi&T'l B£fS&#Lfc„ DMF £8cffiS3?L 
#e>4xfc&&$:j£4B#^A*EIV h^ix (*±S/ U Chro«atorex ODS 

-1020T ; 200 g , 4%#£>20X * * J - )\s I 0.1* fe^T 
*«««|-rSii:K:J:y, efeB#©*»ft"&» (2.50 g, 54X)£#fe 

o 

iBI/SL; 119-124 TC, Rf IB ; 0.29 (? n n sfc/l/A : * # / -/b : #88 = 5 :2 
: 1), 0.60 (n-BuOH : AcOH : tK = 4 : 1 : 1). FABMS (M + +2) : 492 „ 
^ 1 H-HIR (CD 3 0D)8pp« ; 0.8-0.9 (6H . ■ „ CH(CH 3 ) 2 ) , 1.0-1.1 (1H , ■ , 

CH(CH 3 ) 2 ) , 1.2-1.9 (12H, ■ . (CH 2 ) g-CHg-NH + (Cfl 2 ) 2 -CH 2 -Ph + CH 2 CH(CH 3 ) 
2 ), 1.92 (3H, s , CH 3 C0 2 H), 2.19 (3H, s , C-CH 3 ), 2.5-2.6 (4H , ■ , CH-C 
0x2+ CH 2 -Ph ), 2.72 (3H, s , NH-CH 3 ) , 3.20 (2H, ■ „ CH 2 -NH) , 4.27 ( 
1H, ■ , NH-CH-CO) , 7.1-7.3 (5H . ■ . ^##S-H) 0 
[0164] 
[M3 1] 

N a -[4-( t Fn*S/7 5 y)-2(R)- >fV^f^-3(R or S)- * * 

N-*^;i/7^ K afc^«j3 1) 
0 a) N a -[4-tert- h 3r S/-2{R)->f V y^;i/-3(RS)- ;* ^;t/1*-* V—M -4' - [ 

;i/7^ K 3 i-a) 

<t&%)12 (3.10 g, 5.56 moI ) &Me0H (100 «1) IC*8«?1,10X A^^^A^ 
IK (50J 3.1 g ) £8$itm. 7KiK£$Sbfc#*>gi&T-1.5 B£IS3fcl, <8I# 
Lfc. 3gtf&£^cffi©3sLfco # e. ti fe^^S 5: DMF (60 «1 ) 

IC?§8¥L-15 TOT'^T, it^lB (1.36 g. 5.56 moI ) „ HOBT (900 «g. 6. 
67 uol ) , EDC (1.28 g. 6.67 moI ) £«j:tttEA (775 n \ , 5.58 moI ) 

zmizwifjahfro -is Ten ^ra. se>tcM-ei5i»iaiR#p*, 

AcOEt (200 ■!) SrflnA. ffifD^TK. 1N&&, figfBNaBCOg^Kig^ ffifO 
A«L7K©JR-e-t*i-?tl2 0f^Mgfc^l/fe. =t«ISS:M7KMgS0 4 T*$£*ggL i§ 

LO 7 ffili^ 3 ! 1 10-3108156 
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&£S£BE©£b^if £:fc^A#nv i/ U ; 130 g , tuuftlV 

2± : £ # J — )V = 2Q : 1 ©a^*«-C»ffl) T*3ff Sg"T £ Zl il IC £ U , ^fefttt 
ommit&Qa (1.49 g, 4156) 

*H-NMR (CDC1 3 )8ppb ; 0.7-1.2 (9H , ■ , CH(CH 3 ) 2 + CO-CH-CHg) , 1.3 (1 
H , ■ , CH(CH 3 ) 2 ) , 1.4-1.8 (11H, ■ , CH 2 -CH(CH 3 ) 2 + C(CH 3 ) 3 ) , 2.3-2.5 
(2H , ■ , CH-CO x 2), 2.72 (3H, ■ , NH-CH 3 ), 2.95 (2H. ■ , C 6 H 4 -CH 2 ) , 
3.80 (12H , ■ , 0-CH 3 x 4), 4.12 (1H, a , NH -CH- CO) , 4.58 (1H, ■ , P-CH 
-P) , 5.90. 6.17 and 6.36 (3H . ■ , NH x 3) , 6.61-7.07 (4H , ■ . jg&M 
^ -H) . 

[0 16 5] 

b) N a -[4-( bKD^ri/7^;)-2(R)- >fV^f;i/-3(R or S)- 

y N-*^;i/y* K {itistoz D 

^#31-a$:mv>TiS5tM23-b % c £ HttOUfcfls&ff V* a£@fr<Z>^iBft-£4& 

Wi& ; 204-208 TC, Rf ffi ; 0.52 (? nD*M : * # / -JU : »&=5 : 2 
: 1), 0.63 (n-BuOH : AcOH : tK=4 : 1 : 1) , FABMS (M + +2) : 610 „ 
1 H-NMR (CD 3 0D) 8 ppm ; 0.6 (3H , d , J = 6.9 Hz, C0-CH-CH 3 ), 0.72 and 0 
9 .79 (6H , d each, J = 6.6 and 6.3 Hz, CH(CH 3 ) 2 ) , 0.9 and 1.1-1.5 (3H , 
■ , CH 2 -CH(CH 3 ) 2 ) . 1.98 and 2.38 (1H each, a , CH-CO x 2), 2.57 (3H, s 
, NH-CH 3 ), 2.6-2.9 (2H , ■ , CgH 4 -CH 2 ) , 3.67 (12H , ■ , 0-CH 3 x 4), 4. 
46 (2H, ■ % NH-CH-CO + P-CH-P), 6.6-7.0 (4H , ■ , 3?#J£-H) 0 
[0 16 6] 
mitmS 2] 

N a -[4-( tFn*J/7^;)-2(R)- >fy^f^/-3(R or S)- *3-JVV9*/— 

M-4'-[h'j^f^/ t^x( jftxjfty) i/>>f^;]-L-7i-^77-> 

N-*^;i/TSK 1 -ThV (ft^*3 2) 

-fb^31-b (1.18 g, 1.94 uol ) £MeOH (15 al ) lC*§8?L0 1CiC5^0Lfe 
c 2N T^miti-b V ?A3fc?§8i (9.7 al) =&«TL/^T*15«FlS^bfe. 



4#¥ 10 — 218676 



MM*7A^D7h^7A ttf±2/'J S/TflSS 6 Chronatorex ODS DM-1020 

t ;50g, 1-10% teowmm-zmm) zm^rmmv* &&$zmtz>z. tizzy 
B^m^mmit^m (263 22* > 

jRj& ; 235-240 TC, Rf U l 0.14 DDt^A . * 9 J —Jl/ : Bf^ = 5 : 2 
: 1). 0.46 (n-BaOH : AcOH : 7K = 4 : 1 : 1). 

1 H-NMR (CD 3 0D)8pp« ; 0.71 (3H, d , J = 6.6 Hz, C0-CH-CH 3 ), 0.81 and 0 
.88 (6H , d each, J = 6.6 and 6.3 Hz, CH(CH 3 ) 2 ) , 1.02 and 1.2-1.6 (3H, 
0 « , CH 2 -CH(CH 3 ) 2 ) , 2.08 and 2.48 (1H each, ■ , CH-C0 x 2), 2.66 (3H, s 
, NH-CH 3 ), 2.7-3.0 (2H , ■ , C 6 H 4 -CH 2 ) , 3.48 (3H, ■ , 0-CH 3 x 4), 3.70 

and 3.75 (6H , ■ , 0-CH 3 x 2), 4.07 (1H, ■ , NH-CH-CO) , 4.54 (1H, ■ . 
P-CH-P) , 6.6-7.1 (4H , ■ , 5?S^-H) . 
[0 16 7] 

m&wz 3] 

N a -[4-( t: Kn^r>>T^ J )-2(R)- <i V ^;i/-3(RS)- ^f^9'>-M- 

4'-[^h^x^;i/ t^>U 3***7) *?-vy>( ^ ^]-L-^ain;i/T^— y n- 
*^;i/T^ K «b^»3 3) 

a) N a -[4-tert- ^ h df S/-2(R)->f V^^-3(RS)- ;* ^H** -4' - [ 

;i/T 5 K (ft-f^f 3 3 - a ) 

ft^fcll 33 J: mi:^18 £ M V> T |g5t«l31-a £ £ V ^6»tt<0* 

IBft^tt (JK3S89X ) £#fc„ 

1 H-NMR (CX1 3 )8PP« ; 0.7-0.9 (6H , ■ , CH(CH 3 ) 2 ) , 0.9-1.1 (4H , ■ . 
CH(CH 3 ) 2 + C0-CH-CH 3 ) , 1.2-1.35 (12H , ■ „ CH 2 -CH 3 x 4), 1.43 (9H, s , 
C(CH 3 ) 3 ), 1.6-1.9~(2H , ■ , CH 2 -CH(CH 3 ) 2 ) , 2.3-2.5 (2H , ■ . CH-CO x 2) 
,2.69 (3H, ■ , NH-CH 3 ) , 2.95-3.1 (2H, ■ . CgH 4 -CH 2 ) , 4.0-4.3 (9H , ■ 
, CH 2 -CH 3 x 4 + NH-CH-CO) , 4.55 (1H, ■ , P-CH-P) , 5.77, 6.19 and 6.41 
(1H each, ■ , NH x 3) , 6.6-7.1 (4H , ■ , ^#^-H) . 
[0 16 8] 

1_0 9 mSE#¥ 1 O - 3 1 O 8 1 5 6 
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b) N a -[4-( tKn^i/7^)-2(8)- >f V^;V-3(RS)- ^^-)^^t/-Jl 

]-4'-[fh7if;i/ -fo^j) ^ ;]-L-7i-;i/77-> 

-ft^33-a?:MV>TSg^23-b, c ^Il^<Z)^$:fi : V^efe@fr©^la'f^:^ 

gt£ ; 185-189 Rf M;0.68 (^Dn*^ : *ZJ-fr:Wm=S :2 
: 1), 0.83 (n-BuOH : AcOH : 7K=4 : 1 : 1), FABMS (M + +2) : 666 . 
*H-NMR (CD 3 OD) 8pp« ; 0.62 (3H, d , J = 6.9 Hz, CO-CH-CHg), 0.72 and 0 
£ .79 (6H , d each, J = 6.6 and 6.3 Hz, CH(CH 3 ) 2 ) . 0.9 (1H , ■ , CH(CH 3 ) 2 
) , 1.0-1.2 (12H, ■ , CH 2 -CH 3 x 4), 1.2-1.5 (2H , ■ , CH 2 ~CH (CH3) £ ) , 2. 
0 (1H , ■ , CH-CO ) , 2.38~(li ■ , CH-CO), 2.59 (3H, ■ , NH-CH3) , 2.6- 
2.9 (2H , ■ , C 6 H 4 -CH 2 ) , 3.9-4.1 (8H , ■ , CHg-CHg x 4), 4.45 (2H, m , 
NH -CH- CO + P -CH- P), 6.6-7.0 (4H , ■ , ^#^-H) „ 
[0 16 9] 

[smmz 4] 

N a -[4-( tKD^>7^H(B)- A V^;W-3(RS)- ;* ^frW t/—M - 
4'-[biJif;V tTuyj ^ ;]-L-7x-^77- > N-* 

^;i/T^F 1 thU^tt (ft#«l3 4) 
• <ffc-£*33-b (1.18 g, 1.94 m-ol ) &MV%T»56«32fc m&<D&tt-*^&& 

}&& ; 215-220 1C, Rf til; 0.31 (?nn*;i/A : mm=5 :2 : 

1), 0.60 (n-BuOH: AcOH: 7K=4 : 1 : 1). 

*H-NMR (CD3OD) 5PP- ; 0.75 (3H, d , J = 6.6 Hz, CO-CH-CH3), 0.82 and 0 
.88 (6H , d x 2 , J = 6.6 and 6.3 Hz, CH(CH 3 ) 2 ) , 0.9-1.6 (12H, ■ , 
CH(CH 3 ) 2 + CH 2 -CH 3 x 3) , 2.11 and 2.49 (1H , ■ , CH-CO x 2), 2.65 (3H, 
s , NH-CH 3 ) , 2/7^3.0 (2H , - , C^-CHg) , 3.84 and 4.0-4.2 (6H, ■ , CH 
2 -CH 3 x~3), 4.53 (2H, ■ , NH-CH-CO + P-CH-P), 6.6-7.1 (4H , ■ , ^#J£"H 

r. 

[0170] - 

n " t r» _ nuax*ft5ll 1 r» — ,3 1 (1 R 1 56 
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N a -[4-( H Kn*5/T^ J )-2(R),3(RS)- ^V^fMf i/-^]-4'- T 

^y^^u>-L- 7x-;i/77-> n-(2- tKn^e/xf^/) r^K-ilt^ 

% (tfS^3 5) 

a) N a -[4-tert- -f V 3f ^-2(R) ,3(RS)-SM V ttAs** i/—M-L-4' ~ ^7 

j 7x-;i/77-> n-(2- ^>^;i/t^i/xf;i/) F 5 -a) 

0 ; 64-67 1C, Rf ffi ; 0.38 Dn^A : * * 7-/I/ = 20 : 1) . 

*H-NMR (CDC1 3 )5pp« ; 0.7-0.9 (12H, ■ , CH(CH 3 ) 2 x 2) , 0.9-1.1 (2H , 

■ , CH(CH 3 ) 2 x 2) , 1.2-1.6 (13H, ■ , C(CH 3 ) 3 + CH 2 -CH(CH 3 ) 2 x 2) , 2.32 
and 2.48 (1H each, ■ , CH-CO x 2), 3.10 (2H, d , J = 7.2 Hz, CgH 4 -CH 2 ) 

, 3.3-3.6 (4H , ■ , NH-CH 2 -CH 2 -0) ,4.45 (2H, s , 0-CH 2 -Ph) ,4.66 (1H, 

■ , NH-CH-CO) , 6.12 and 6.33 (1H each, ■ , NH x 2) , 7.2-7.6 (9H , ■ , 

[0171] 

b) N a -[4-( \L Kn*$/TS J )-2(R)- >f V^;i/-3(RS)- 4V~f*-JMr9i/ 
- )\y] -4' - 7 ^ ; *?-u>-l- -7 ^—JVT^ — y N-(2-HKn^i/x^) 7 5. 

• k • i mm& ut&ms 5) 

<ft-£%35-a&^T|gi£0!J23-b, -c £ m&a>§kft*fi V> &&m<£<D&U<t&%> 

; 196-198 "G^ Rf ffi. ; 0.45 n D : * # 7 -/I/ : BfBfc=5 :2 

: 1), 0.49 (n-BuOH: AcOH : 7jc = 4 : 1 : 1), FABMS (M + +l) : 465 „ 

*H-NMR (CD 3 0D)8pp« ; 0.6-0.8 (6H , ■ , CH(CH 3 ) 2 ) , 0.8-0.9 (6H , ■ , 
CH(Cfl 3 ) 2 ) , 0.9-1.1 (2H , ■ , CH(CH 3 ) 2 x 2) , 1.3-1.7 (4H , ■ , CH 2 ~CH(C 
H 3 ) 2 x 2) ,1.93 (3H, s , CH 3 C0 2 H), 2.16 and 2.47 (1H each, ■ , CH-CO x 
2), 2.98 and 3.10 (1H each, ■ , C 6 H 4 -CH 2 ) , 3.23 and 3.50 (■, NH-CHg-CHg 
-0) , 4.03 (2H, s , CH 2 -NH 2 ), 4.67 (1H, ■ , NH-CH-CO) ,7.38 (4H, ■ . ^ 
fK-H) c 

Li l ffiSE^ 5 ? 10-3108156 
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[0 17 2] 
[&&$I3 6] 

N a -[4-( tKn^ri/7^;H(R)- ^V^fA-3(R or S)-(3-7i-^^D 
N e - 7izh>f^ hM;i/-L- D^>N-(2- tKn^i/XfJl/ 

) 7^ F ' 1 0ffc-64&3 6) 

a) N a _ [4 _tert- «^ h ^r*/-2(R)->f V ^/I/-3(RS)-(3-7x-^n tT^/) * 

vi, -M- N e -2- ?on^>^;i/*3^>#;i/tf-^-L- N-(2-^>^;b 

*/x^;i/) 7^ F (M3 6-a) 

*H-NMR (CDCl 3 )8pp« ; 0.84 (6H. a , Cfl(CH 3 ) 2 ) . 1.2-1.9 (22H, m , (CHg 
) 3 -CH 2 -NH + (CH 2 ) 2 -CH 2 -Ph + C(CH 3 ) 3 + CH 2 CH ( CH3) 2 ) , 2.3-2.7 (4H . - , CH 
^CO x 2 + CH 2 -Ph) , 3.15 (2H, ■ „ CH 2 -NH) , 3.4-3.6 (4H , ■ , NH -CH 2 -CH 2 
-0) „ 4.36~(li, ■ , NH-CH-CO) . 4.51 (2H, ■ , O-CHg-Ph) , 4.91 (1H, ■ , 
NH) , 5.21 (3H, s + a , -C(=0)0-CH 2 -C 6 H 4 ) . 6.44 (1H. - , NH) , 7.0-7.5 
(14H, a , 3S=#S£-H) „ 
[0 17 3] 

b) N a _[ 4 _( K-yVU*r*/-7% 7)-2(R)- y^f ;i/-3(RS)-(3-7x-^^n 

♦ t?;i/) N e -2- *nnX>$?/i/**^#/bJK— /i/-L- US?> N-(2- 

<<VVfr1r*l/ttfr) 7^ F (-fb-&«3 6-b) 

fci$®2&-*<Dfc&® (3.83 g, 4.92 aaol ) &jgv*TSfc«23-bfcH#©i*tfs 
Sriff V>e-fe@^©^ia^^ (iR^69% ) 
gfej& ; 158-165 "C. Rf # ; 0.67 H n : * * ^ -/^ 10 : Do 
*H-NMR (CDC1 3 ) 8ppa ; 0.7-0.9 (6H , a , CH (CH 3 ) 2 ) .1.09 (1H. ■ , CH(C 
H 3 ) 2 ) , 1.2-1.9 (12H\ a , (CH 2 ) g -CHg-NH + (CH^-CH^Ph + CH 2 CH(CH 3 ) 2 K 
.2.22 (1H. a % CH-CO), 2.4-2.7 (3H , a , CH-CO + CHg-Ph) , 3.12 (2H, a , 
CH 2 -NH) , 3.2-3.6 (4H , a , NH -CHg-CHg -O) . 4.4-4.5 (3H , a , CHg-O-CHg- 
Ph~f NH-CH-CO), 4.8-4.9 (2H , a , NH-O-CHg-Ph) , 5.1-5.2 (3H , a , NH + - 
C(=0)0-CH 2 -C 6 H 4 ). 6.9-7.3 (22H, a , ^##j-H + NH x 3)„ 
^ 1 1 9 m^mm 10-3108156 
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[0 17 4] 

c) N a -[4-( kKD^rJ/7^H(R)- >f yyf;i/-3(RS)-(3-7i_;i/^Dtf 

V#i/—M-L-V Vy N-2- Kyi/)V**i/^)VT$ K • 1 flta% 

*&3 6 - c) 

ft-£^36-b (2.60 g, 3.10 m-ol ) £gm (30 «1 ) IC*§8?U 5% J^VV 
J±mm (50%^#, 1.5 e) £8sin&> **«:«b&#e>Sfi-C2.5 Hfrmb< 

&#bfc„ mmzmwm. »»fc*E«*b#e»nfcjs«K:Et 2 o (50 mi > &;&n 

iL«fffibfe«gSfeaifltbafi«*©*Cft^» (1.44 g, 86% ) Sr^fco 
0 1 H-NMR (CDCI3 + CD3OD) 5pp» ; 0.8-1.0 (6H . ■ , CH(CH 3 ) 2 ) , 1.0-1.2 (1 

H . ■ , CH(CH 3 ) 2 ) , 1.2-1.95 (12H , ■ , (CH 2 ) g -CHg-NH + (CH 2 ) 2 ~CH 2 -Ph + 
CH 2 CH(CH 3 ) 2 ), 1.98 (3H, s , CHgCOgH), 2.18 (1H. ■ , CH-CO), 2.57 (3H. - 
Tci-CO + CH 2 -Ph) , 2.90 (2H, m . CH 2 ~NH) , 3.2-3.4 and 3.63 (4H. - . NH 
-CH 2 -CH 2 -o7T4.32 (1H, ■ . NH-CH-CQ) , 7.0-7.3 (5H , ■ , ^#J£-H) . 
[0 17 5] 

d) N a -[4-( kKn^fi/7^;H(8)- >fV^;i/-3(R or S)-(3-7z-^/^ 

□ tr;i/) wv-M- N e y-&b>r ^ K>f;i/-L- vv> n-2- tKn^ifA 
75K-i wm& at^m 3 6 ) 

tt-&^36-c (1.31 g. 2.43 mmo\ ) &DMF (50 ml ) JC*§8?bO r>K#M&* 
• TEA (1.10 -1 , 7.86 moI ) J: :n^;i/TiZ h>f ^t 1 - (360 «g, 

2.92 wioi ) zmuavtLo j5t.j&®mzo nuM&nmk* ^m^m^ht^ zl<d 

fcfom-£VBZi&mit} ; 7J*9U'?V>f ; 7<U (*±S/U $/7ffc5* Chrcatorex 0DS-1 
012T;50 g, 0.1 fri>1%**J-n< I 0.1% »B8*&fc£T*i§ffi) &JgV>T*Sf§^ 
, 2>Z.£K.£ »K £6@#©3tiaft-IH& (881 «g. 63% ) £#fc„ 

Hi* ; 118-121 "C. Rf # ; 0.22 (*nn*;i/A : : #$=5 :2 

: 1), 0.48 (n-BuOH : AcOH : 7K=4 : 1 : 1), FABMS (M + +l) : 520 . 

1 H-NMR (CD 3 0D) 8pp« ; 0.8-0.9 (6H , ■ , CH(CH 3 ) 2 ) > 1.05 (1H, ■ . CH(C 
H 3 ) 2 ) , 1.2-1.8 (12H, - , CH 2 -CH(CH 3 ) 2 + (CH 2 ) 3 -C H 2 -NH + CH 2 -CH 2 -CH 2 -Ph) 
, 1.89 (3H, s , CH 3 C0 2 H), 2.23 (3H, s , C-CHg). 2.4-2.6 (4H , ■ , CHg-Ph 
+ CH- CO x 2) , 3^3.3 (a. NH-CH 2 -CH 2 -0H + CHg-NH) . 3.58 (2H, ■ , CHg- 

113 mU*ft¥- 10-3108156 
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OH) . 4.30 (1H, ■ . NB-CH-CO) , 7.1-7.3 (5H , ■ , ^§f£-H) „ 
[0 17 6] 
m&mZ 7] 

N a -[4-( tKa^fi/7$;)-2(R)- >fyyf;i/-3(R or S)- *?-)VWis — 

M-L-ytfr-^y N- S/*n^afcf;i/T^ K • l (tt^3 7) 

a) N a _[ 4 _tert- ^ b * */-2(R) — f y^/l/-3(RS)- ^^^^ - N d 

- /<>i;;i/^^ri/*;i/^-;i/-L- avi/:=.^> n- *^;i/T 5. k afc-^%3 7- a 

) 

1 H-NMR (CDCl 3 )Spp« ; 0.48 (2H, ■ , CHg of cyclopropyl) , 0.7-0.9 (8H 
„ ■ , CH 2 of cyclopropyl + CH(CH 3 ) 2 ), 1.0-1.2 (4H , » , CH(CH 3 ) 2 + C0-CH 
-CH 3 ) ~3-1.9 (15H. ■ , CH 2 -CH(CH 3 ) 2 + (CH 2 ) 2 ~ CH 2 -NH + C(CH 3 ) 3 ) , 2.4- 
2.7 (3H , ■ , CH of cyclopropyl + CH-C0 x 2), 3.2-3.4 (2H , ■ , CHg-NH) 
, 4.31 (1H, ■ , NH-CH-CO) , 5.07 (2H, s % O-CHg-Ph) „ 6.4-6.7 (1H , ■ . 
NH) , 7.0-7.2 (2H , ■ > NH x 2) , 7.2-7.5 (5H , ■ , 35f*lfc-H) „ 
[0 17 7] 

b) N a -[4-( tKn^f^75;H(R)- >fy^;i/-3(R or S)- 

• -;i/]-L-#;i/-^> n- */2uzfu¥)VT$ F - l #B&& 

fl;-a-4&37-a£^T$g3£0!!23-b % c £ H#©iftfls&f^ aftH#©*Kft-&* 

tfc,& ; 185-192 TD. Rf ffi ; 0.16 n : * 9 J -/I/ : »fifc=5 :2 

: 1). 0.46 (n-BuOH : AcOH : tK = 4 : 1 : 1), FABMS (M + +l) : 357 „ 

1 H-NMR (CD 3 0D)Spp« ; 0.45 (2H, ■ > CHg of cyclopropyl) , 0.7-0.9 (8H 
. ■ . CH 2 of cyclopropyl + CH(CH 3 ) 2 ), 1.0-1.2 (4H , ■ . CH(CH 3 ) 2 + C0-CH 
-CH 3 ) TTs-1.7 (6H % ■ , CH £ -CH(CH 3 ) 2 + (CH 2 ) g- CHg-NH) , 1.89 (3H\ ■ , 
CHgO^H), 2.4-2.7 (3H , ■ , CH of cyclopropyl + CH-C0 x 2), 2.86 (2H, ■ 
. CH 2 -NH) , 4.26 (1H, ■ . NH-CH-CO) 0 
[0 17 8] 

> . f "-. / fttfxSsfeSE 10 — 3 108156 
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N a -[4-( tKn^FS/7^;)-2(R)- -f V^;i/-3(RS)- 

l-u s?> n- k • i mmm. (it&yoz 8) 

MAM ; 173-177 TC. Rf M ; 0.14 n D J —A/ : S£S? = 5 :2 : 

1), 0.42 (n-BuOH: AcOH : 7K=4 : 1 : 1), FABMS (M + +l) : 345 . 
1 H-NMR (CD 3 0D)5pp« ; 0.7-0.9 (6H „ ■ , CH(CH 3 ) 2 ) . 1.02 (4H. ■ , CH(CH 3 
0 ) 2 + CO-CH-CH3) , 1.3-1.7 (8H , h , CH 2 -CH(CH 3 ) 2 + (CHg) 3 "CH 2 -NH 2 ) , 1.87 
(3H, ■ , Cfl 3 C0 2 H), 2.21 and 2.54 (lfl each, ■ > CH-CO x 2), 2.68 (3H, s 
, NH-CH 3 ) .2.85 (2H. ■ , CH 2 "NH 2 ), 4.25 (1H, ■ . NH-CH-CO) „ 
[0 1 7 9] 

N a -[4-( H Kn^S/T^ y)-2(R)- >f V^/I/-3(RS)- * - 
N e - T 12 h>f^ K-f /I/-L- V¥> N-[2-HKo^>>l(RS)- 7 
$ F • 1 »gfc& (ft^3 9) 

a) N a -[4-tert- 7 h dp ^-2(R)-- f V ^;i/-3(RS)- ;* ^/I/if* - N e 
-tert-^;i/^"^ri/*;i/>K— /I/-L- Ui?> N- [2-fc: Kn3f £/-l(RS)- **-;i/X^ 

^ M 70*(^3 9-a) 

^H-NMR (CDCl 3 )8pp« ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.2 (7H , ■ , 
CH(CH 3 ) 2 + CH-CH 3 x 2). 1.3-2.0 (26H. s x 2 + ■ . C(CH 3 ) 3 x 2 + CH 2 ~CH(C 
H 3 ) 2 + (CH 2 ) 3 -CH 2 -NH) , 2.4-2.6 (2H „ ■ „ CH-CO x 2), 3.08 (2H, ■ , CHg- 
NH) . 3.4-3.6 (3H , ■ . NH-CHg-CHg-OH) . 4.04 (1H, ■ , NH-CH-CO) . 4.43 ( 
1H, ■ „ OH) , 4.85 (1H, ■ „ NH) , 6.8-7.1 (2H % ■ . NH x 2) 0 
[0 18 0] 

b) N a -[4-( nKn^fi/7^;)-2(R)- >rv^;i/-3(Rs)- *3-ns-v-*is—ns 

]_ N e _ Tt h>f 5 hM;V-L- W> N-[2-tl KO^S/-l(RS)- t^fr^M 

1-1 5 t&Uft^- 10-310815 6 
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7 ^ K • 1 UtiZ®} 3 9 ) 

fb-&^39-a (8.50 g, 16.0 Mol)lZj>K#bfe95X h'j7Dn»t (tK5%^. 
70 .1) ZMZ.. 5 TCT?30#\ ^iST'l B£fSM#Ufeo iKiS^Sr^E^ U Et 

BfeBtt©* JltfyWHtG® (6. 01 g „ 79%)£#fc. 

Zl*l£DMF (60 «1 ) iZ&misQ TCtC#^> TEA (6.90 «1 . 49.7 uol ) 
fcJctfx^T-fe h>f h (2.18 g, 17.6 mol ) ^iblfit' 

30#M#Lfc., ZOfcfcWLZO VlzH&Wm:. HOBT (2.38 g, 17.6 moI ) „ 0- 
KZ/VfrM FU*i/A/T $y&.Wtf& (5.38 g, 33.7 ««ol), EDC (4.61 g, 24.1 
■unol ) £J:tfTEA (4.70 ml „ 33.7 uol ) fcJKlC&flll L fee ^i&T?15B#ta& 
#tk 3©fiJiS»^«8:^'f , V>f*> HP-20 (Hlfrffe^; 

500 «u 10-100% **y-/b#**T*#ffl) fe«k^7Ai'n7hm 0>u 

^j>f;i/;150g. ^nn^A:^^;-^:!^ :2 : 1 - 
&&&Nt (100 «1) KL»#U 5% K^VV&Vm (50%»#, 3.0 s) &«ftl 

aw* t# e> axfcjgit b»«g«*-r * r t k. <t *j , &&mftc>mmib 

&m (2.55 g, 32% ) 

ttjfe ; 118-127 TC, Rf ft ; 0. 13 (* n U : * * ^ -to : M*=5 :2 

: 1), 0.39 (n-BuOH : AcOH : ^K = 4 : 1 : 1), FABMS (M + +l) : 430 . 

1 H-NMR (CD 3 0D)8pp« ; 0.8-1.0 (6H , CH(CH 3 ) 2 ) „ 1.0-1.2 (7H , ■ , 
CH(CH 3 ) 2 + CH-CH 3 x 2). 1.2-2.0 (11H, s + ■ , CH 2 -CH(CH 3 ) 2 + (CH 2 ) 3 - CH 2 ~ 
NH + CH 3 C0 2 H) ,2.20 (3H, s „ C-CH 3 ), 2.57 (2fl, ■ , CH-CO x 2), 3.2-3.5 
(■, CH 2 -NH 2 + NH-CH 2 -CH 2 -OH), 3.91 (1H, ■ „ NH-CH-CO) . 
[0 18 1] 
[§g*t#l4 0] 

N a -[4-( m Kn*^r5;)-2(i)- >f vy^;i/-3(RS)- n-rwvv-M- 

N e - T-fe h-f ^ K-f /I/-L- y N-(fcf^'J 5?>-l- >f /I/) T ^ K • 1 
(ft**4 0) - 
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a) N a -[4-tert- ? V * S/-2(RW V ^^/-3(RS)- N e 
^4 0- a) 

ft^4&4£J:tMfc^l8£MV^§^M22-a, b ^H«lO)^#S:ff V^ftfeft} 

1 H-NMR (CDC1 3 )8pp« ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.2 (4H „ ■ „ 
Cfl(CH 3 ) 2 + CO-CH-CHg) . 1.3-1.9 (32H\ s x 2 + ■ > C(CH 3 ) 3 x 2 + CHg-CHCC 
H 3 ) 2 + (CH 2 ) 3 -CH2^NH + -(CH 2 ) 3 - of piperidine), 2.4-2.6 (2H , ■ , CH-CO 
x 2), 2.6-3.1 (6H , a , CH 2 -N-CH 2 + CH 2 -NH 2 K 4.28 (1H, ■ , NH^CO) . 
5.13 (1H, » . NH) , 6.41 and 6.57 (2H , ■ , NH x 2) . 
[0 18 2] 

b) N a -[4-( tKn^i/7^)-2(E)- >TV^^-3(RS)- * *JlV>7 

]_ N e _ y-fe 5 y vz/ N-(tf^<y vy-\- ^f;v) t ^ K • 1 WtWt 

m. ab^«4 o) 

ftl§r$j40-a(3.80 g „ 6.85 nol) V^$m#l39-bi: & 

; 155-162 *C, Rf H ; 0.21 O n : * # / -71/ : WWt=5 :2 

: 1), 0.48 (n-BuOH : AcOH : zfc=4 : 1 : 1), FABMS (M + +l) : 455 . 

1 H-NMR (CD 3 0D) 5 PP« ; 0.8-0.9 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.1 (4H , ■ , 
CH(CH 3 ) 2 + C0-CH-CH 3 ) , 1.3-2.0 (17H, s + ■ , CH 2 -CH(CH 3 ) 2 + (CH 2 ) 3 -C H 2 - 
NH + -(CH 2 ) 3 - of~p^eridine + CH 3 C0 2 H), 2.0-2.3 (5H , ■ , CH-CO x 2 + C- 
CH 3 ), 2.3-2.7 (4fr. ■ , CHg-N-CHgT, 3.1-3.3 (2H , ■ , CH 2 -NH) . 4.21 (1H 
, ■ „ NH-CH-CO) „ 
[0 18 3] 

ur&in 1] 

N a -[4-( \L Kn*$/T£ y)-2(R)- -fV^f^-3(R or S)- * ^ Z V - 
;i/]-4'- T-fe W ^ K-T -f ^ J **V>-L- 7i-^77-> N- 
K • l»mS (ft ^4 1) 
^^-aaft^fc^TSSi&fl^-c, d, e fcH*©»f^&4fVV Q-fe® 

1_1 7 ffilE^ 10-31 
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Hj& ; 144-151 "C, Rf U ; 0.15 (^DD*M : * * / -A/ : fi£S* = 5 :2 
: 1), 0.46 (n-BuOH : AcOH : *=4 : 1 : 1), FABMS (M + +l) : 434 . 

1 H-NMR (CD 3 0D)8p P « ; 0.6-0.9 (9H , ■ , CH (CH 3 ) 2 + CO-CH-CHg) „ 1.0-1. 
1 (1H , ■ , CH(CH 3 ) 2 ) . 1.3-1.6 (2H , ■ , CH 2 -CH(CH 3 ) 2 ) , 1.90 (3H, s , 
Cfl 3 C0 2 H), 2.09 (1H. ■ , CH-CO), 2.25 (3H, s % C-CHg), 2.47 (1H, ■ , CH-C 
0)72.70 (3H, > , NH-CH 3 ) , 2.92 and 3.07 (2H , ■ . Cg^-CHg) , 4.41 (2H 
, s , C 6 H 4 -CH 2 -NH). 4^64 (1H, m , NH-CH-CO) , 7.2-7.4 (4H , ■ . ^#&-H 
) . 

[0 18 4] 

mmm* 2] 

N a -[4-( t 5 y)-2(R)- ^fV^f^3(R or S)- **fr-*9t/ — 

-4- >f;i/) 75 K- (fl:^«4 2) 

a) N a _[ 4 _ t ert- ^ h 3f $/-2(R)-> f V ^/l/-3(RS)- * ^ /I/* -4* - 
*/T y-L- 7x-il/77-> N-(^;i/^U >~4- -f/l/) T ^ F (flS^42-a) 

^^2^<fcmb^l8S:ffiVNTSg5t#!l22-a. b £ Sff V^Q6H# 

<Dmmti$%> (4X3*64% ) £#fc„ 

1 H-HMR (CDCI3) S ppm ; 0.7-0.9 (6H , ■ , CH (CH 3 ) 2 ) , 0.9-1.2 (3H , ■ , 
C0-CH-CH 3 ). 1.3-1.7 (12H, s + > . C(CH 3 ) 3 + CH 2 -CH (CH 3 ) 2 ) > 2.3-2.6 (2H 
, - . CH^CO x 2), 2.6-2.8 (4H , ■ , CH^-N-CHg), 2.9-3.3 (2H , ■ . CgH^ 
H 2 ) . 3.77 (4H. > , CH 2 -0-CH 2 ), 4.62 (1H. ■ , NHzCH^O) , 6.47 (2H, ■ , 
NH x 2) , 7.3-7.6 (4H . ■ . ^#Sl-H) „ 
[0 18 5] 

b) N a -[4-( tFD^i/7^)-2(R)- >fV^f^-3(R or S)- 

y-A- <iM T ^ K • lmmm. Ut<&Vs4 2) 
*fc^fe42-a*JgV^$S3£fll22-c. d % e fcH*©»fe«:f?V^ B 

commits® mn®.mo% ) &#fco „- 
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FABMS (M + +l) : 505 

*H-NMR (CD 3 0D)5pp« ; 0.7-0.9 (6H , ■ , CH(CH 3 ) 2 ) , 0.9-1.2 (4H , ■ , 
CH(CH 3 ) 2 + CO-CH-CHg) , 1.3-1.7 (2H , ■ , CHg-CH (CHg) 2 ) ,1.90 (3H, s , 
CH 3 C0 2 BK 2.25 (3H, s , C-CBg), 2.5-2.8 (6fl , ■ , CH-CO x 2 + CHg-N-CHg) 
7^9-3.1 (2H , ■ , C 6 H 4 -CB 2 ) , 3.75 (4H, ■ , CH 2 -0-CH 2 ), 4.02 (2H, ■ , 
NH-CH 2 ) ,4.52 (1H, ■ , NH-CH-CO) , 7.1-7.3 (4H , ■ , ^WtBHD . 
[0 18 6] 
[»3S«4 3] 

0 N a -[4-( tKn^fi'7$;)-2(R)- >f V ^-3(S)-t Kn*S/t^ 

• lflMtttt (^^%4 3) 

a) N a ~[3(S)- \L FO*S/-2(R)->f V^/l/-4- * h^ri/iJ-^>>^]-L-4'- 

i/7;7i-;i/77-> n- *^;i/y^ F (fl: -0*3-3) 

ft^*5fcJ:tfft^%21&MV^JHI[flf22-a, b tH*®»fffebi'nn*^ 

^_ n _ /\^-9->J: »JH@>ffc-rsz:i:tC«fc U, efeH^^IB-ffc^ (1-36 g, 50 
%) 

1 H-NMR (CDC1 3 )5pp« ; 0.7-1.1 (6H , ■ , CH(CH 3 ) 2 ) , 1.0-1.6 (3H , ■ , 
CH 2 -CH(CH 3 ) 2 ) , 2.4-3.5 (61 , d + ■ , J = 4.8 Hz, NH-CHg +_CS-CO + CHg-C 
• 6 H 4 ), 3.80 (3H, s , OCH 3 ) , 4.24 (1H, ■ , NH-CH-CO) , 4.4-4.7 (1H , ■ , 
HO-CH-CO) , 6.35 (1H, ■ , NH) , 6.76 (1H, ■ , OH) , 7.4-7.6 (5H , ■ , ^ 

mm-* + NH)„ 

[0 18 7] 

b) N a -[4,3(s)- *;t Fn*H(RHy^Wf f-M-w'- vyjv 

^—)\,y^-y N- j*=f-Tu7X F (ft^43-b) 
ft-&«43-a (1.95 g, 5.0 mol) &**S-Jl (20 «1 ) izmML OWMW 

Lfc#e>, 2wmit-rhv V2*7kmm do «i , 2o»«oi) zMtt. 2 mmm& 

*#y-;i/£^ffS£L6N&&£SV^j£jS;?£?:pH2 lC§gg{Lfc. 
AcOEt (10 .1x2) -T?i*ffiLfi!fa:£m7K-eSfc#SL ^««£&t*MgS0 4 

1JL 9 ffiSE#¥l 0 - 3 1 0 8 1 5 6 



10 — 218676 



Z>Z.}l\ZZ:>)&&UftV>&mt&m (1.61 g, 86%) 

lftj& ; 172-173 TC, Rf m. ; 0.52 n UfcJVJ* : ;* # 7 —A/ : »SE=5 : 2 
: Do 

*H-NMR (CD 3 0D) Spp- ; 0.79 (6H, ■ , CH(CH 3 ) 2 ) , 1.0-1.3 (1H , ■ , CH(C 
H 3 ) 2 ) , 1.5-1.6 (2H , ■ , CH 2 -CH(CH 3 ) 2 ) „ 2.6-2.8 (4H , s + ■ , NH -CH3 + 
CH-CO) , 3.01 and 3.33 («, CgH 4 -CH 2 ) „ 4.14 (1H, d , NH-CH-CO) , 4.65 ( 
1H, ■ , J = 5.4 Hz, HO-CH-CO) , 7.4-7.6 (4H „ ■ , ^##J-H) „ 
0 [0 18 8] 

c) N a -[4,3(S)- S?fc Kn#2/-2(R)->f Vf+ftW %/— - YXJ** 
lsy-L- 7 ^-KT^-y N- *?-JVT* K • 1 &m&. «fc-&4&43-c) 

ffc-£-4^43-b (500 «g, l.SSaaol) £DMF (10 «1 ) - |g&$ (550 /t 1 , 6.66 
uol ) IC?§#L, 5% n^VV&mm (50%ffi#, 500 «g) £3&;&tl&, 
«EL35fe««e>MTfl5«ria*b<a#PUfe- ***:«9!llk DMF &*£E©:£Lfco 

479 «g, 82% ) 

1 H-NMR (D 2 0)6pp« ; 0.64 (6H. ■ , CH(CH 3 ) 2 ) , 0.9-1.4 (3H , ■ „ CHg-CH 
(CH 3 ) 2 ) , 2.4-2.6 (4H , s + ■ % NH-CH 3 + CH-CO) , 2.89 and 3.05 (1H each 
• , ■ , C 6 H 4 -CH 2 ) , 4.01 (2H, s , CH 2 -Nfi* 2 ), 4.4-4.7 (2H , ■ , HOzCH^CO + N 
H-CH-C0), 7.1-7.3 (4H „ ■ „ ^#I£-H) „ 
[0 18 9] 

d) N a -[4-( tKn*i/T5;)-2(R)- -f v ^;v-3(s)-t Kn * S/ — 

k • imm& offr&#>4 3) 

it&mz-c (330 «g, 0.79 moI ) SrDMF (10 -1 ) C^#?b0 TJCWJI*, 
TEA (342 (i I , 2.45 uol ) £ <fc ^^TiZ h>f ^"T- (HO 
0.87 moI ) &gs;&nLfc 0 0 TCT!30#, M"e30^«ffOfe«. 0 TCT'HOBT (12 
0 «g. 0.87 uol ) „ \*U*ri/A/T 5 (260 «g, 1.66 mo 
1), EDC (230 «g, 1.19 moI ) fcJ:tfTFX (230 #1 , 1.66 «ol ) fcJKJCSfc 
^ - o r\ waxftfcsff in — 3 108156 
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(£/U #4*;!/ ; 20 g, * OD^A : ;* #y -JV : m&=80 : 10 : 5 ;^£>;* # J 
-Jiy : Bm=l :i ©ig£-|§&T*i§m) T*»§gLfc. ft£>ft&9t9B4fe&m ( 
20 «1 ) IC?§#U 5% rf^W&fem (50%M#, 300 «g) £8s#n^ zKHi£ 

*lfc»*K:AcOEt (20.1 ) £fln±^mLfc@#&«I&^5r£:C<J:y S£H# 
©*ffi-ffc-&» (250 mg^ 64 J ) 

Rf«;0.16 (>nn*M : *#J-JV: TO = 5 :2 : 1), 0.50 (n-BoOH : 
^ AcOH : 7K = 4 : 1 : 1), FABMS (M + +l) : 436 „ 

1 H-NMR (CD 3 0D)5pp» ; 0.83 (6E> ■ % CH(CH 3 ) 2 ) , 1.1-1.6 (3H , ■ „ CHg- 
CH(CH 3 ) 2 ) , 1.97 (3H, s % CHgCOgH), 2.25 (3H, s , C-CHg). 2.6-2.8 (4H , 
s + ■ . NH-CH 3 + CH-CO) „ 2.9-3.3 (2H , ■ „ CgH^CHg) .4.03 (2H. s , CH 
2 -NH) , 4.4-4.6 (2H , ■ , NH-CH-CO + H0-CH-C0). 7.28 (4H, ■ , ^#J£-H) 

o 

[0 19 0] 

N a -[4-( kKn**/r§;)-2(R)- -f y^5 L ;i/-3(RS)-(3-^ai^;i/^ , n^;i/ 
) M- N e - r-feh-f ^ K>f /1/-L- y*?> N-(2-N* ,N' -V**frT 3 J 

# 7^ F • 2^Jg (M4 4) 

a) N a -[4-tert- ^ S^^(RMy^^3(R or S)-(3-^ac^;i/^n bfTl/ 
) N e -tert-^;i/^-d|r^*^3K-;i/-L- N-(2-N' ,N' -i?;* 

^;i/T^ y ) m^^T^ F (ffc^44-a) 

3 <fc tttt-Mae £ js v % r §S3£M3i-ai; rmr® iftfls & f? v * a & attest 

IBffc^ (JR^69X ) £#fe 0 

; 102-105 Rf ^g; 0.38 (PUUTfrJlI* : % Z J — ;i/=10: 1)„ 
1 H-NMR (CDCl 3 )6pp« ; 0.86 (6H, ■ , CH(CH 3 ) 2 ) , 1.2-1.9 (31H, ■ % (CH 2 
)g-CH 2 -NH + (CH 2 ) 2 -CH 2 -Ph + C(CH 3 ) 3 x 2 + CH 2 CH(CH 3 ) 2 ), 2.22 (6H, s x 2 
, N-CH 3 x 2). 2.3-2.7 (6H , ■ , CH-CO x 2 + CH 2 ~Ph + CH 2 -N(CH 3 ) 2 ) , 3.09 
(2H. ■ , NH-CH 2 -CH 2 -N) , 3.32 (2B\ ■ , 0C(=0) NH-CHg), 4.38 (1H, ■ , NH 

1-2 1 ftt§£#¥ 10-3108156 
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-CH-CO) , 4.65 (1H, ■ , Nfl) , 6.42 and 6.55 (IB each, ■ , NH x 2) , 7.1- 
7.3 (5H . ■ , ^Ifc-H) . 
[0 19 1] 

b) N a -[4-( tKD^f^TU)^)- >fV^fA/-3(R or S)-(3-7x~;W 

uxji) N e - y-fe h-f s K-f ;i/-L- u *jy n-(2-n' ,n'-^*^;i/ 

y ^ / ) x^;vy$ F • 2mWt& (M4 4) 

<ffe£fc44-a (2.21 g, 3.41 —ol ) £JB VMTSm#l39-b £ H#©»^feffV^ 

gftjir ; 95-101TC, Rf-fil ; 0.082 ( * U Q3ft;i/A : ;* # 7 -/I/ : Sf& = 5 : 2 : 
1), 0.14 (n-BuOH : AcOH : ^K=4 : 1 : 1), FABMS (M + +2) : 548 „ 

*H-NMR (CD 3 0D)6pp« ; 0.87 (6H, CH(CH 3 ) 2 ) , 1.2-1.9 (13H. (CHg 
) 3 -CH 2 -NH + (CH 2 ) 2 -CH 2 -Ph + CHgCH (CHg) 2 ) , 1.95 (6H, s x 2 , CHgCOgH x 2) 
72.21 (3H, s % C-CH 3 ), 2.4-2.7 (4H , > , CH-CO x 2 + CHg-Ph) % 2.92 and 
2.95 (6H , s eachT~iHCH 3 x 2), 3.2-3.4 (4H , ■ „ NH -CHg-CHg -N) , 3.5-3. 
7 (2H , ■ , NH-CH 2 ) , 4.15 (1H. ■ , NH-CH-CO) , 7.1-7.3 (5H , ■ , 
-H) o 

[0 19 2] 

N a -[4-( n Kn^i/75;)-2(R)- >f V^^-3(RS)- i/—M~ 
N e - •futtyJK F-f ;i/-L- n- *?-Ji/T ^ F • lft^S Ut&Qo* 

5) 

fb1^22-b£J§v>T$gjg0!I22-c, d, e £Htt<Z>iftft (fib. n:^;i/y iz h >f 

gUfe ; 113-119 1C, Rf#; 0.15(? □ n : ;* * ^ -A' : 1^=5 :2 : 

1), 0.47 (n-BuOH : AcOH : tK = 4 : 1 : 1)> FABMS (M + +l) : 400 . 

1 H-MHR (CD 3 0D)5pp« ; 0.8-0.9 (6H „ ■ , CH (CHg) 2 ) > 1.0-1.1 (4H „ ■ . 
C0-CH-CH 3 + CH(CH 3 ) 2 ) ,1.27 (3H, ■ , CHg-CHg). 1.3-1.9 (8H , ■ , CHg- CH 
(CH 3 ) 2 ~T(CH 2 ) 3 -CH 2 -NH) , 1.94 (3H, s c CH 3 C0 2 H), 2.2-2.6 (4H , ■ , CHg- 
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CH 3 + CH-CO x 2), 2.70 (3B, ■ , NH-CHg) „ 3.21 (2H, ■ , CHg-NH) , 4.30 ( 
1H, ■ , NH -CH- CQ) „ 
[0 19 3] 

N a -[4-( t Kn*5/TS y)-2(R)- >f V^^-3(RS)-[3-(4'-^T-^y 7 
^4 6) 

a) N a _ [4 _ tert _ ^h^^-2(R)->f V^^/-3(RS)-[3-[p-(N 1 ,N 2 -^/<>^^ 

*H-NMR (CDC1 3 )5pp« ; 0.86 (6H, » , CH(CH 3 ) 2 ) , 1.0-1.9 (20H, s + ■ , 
(CH 2 ) 2 -CH 2 -NH + (CH 2 ) 2 -CH 2 -C 6 H 4 + C(CH 3 ) 3 + CH 2 CH ( dig) 2 ) , 2.2-2.8 (7H , 
■ , CH 2 -C 6 H 4 + CH-CO x 2 + NH-CH 3 ), 2.9-3.5 (2H , ■ , CH 2 ~NH) , 4.47 (1H 
, . TnI-CH-CO) , 5.0-5.3 (6H TV, CH 2 -Ph x 3) , 6.4-6.7 (2H , ■ , NH x 
2) , 7.0-7.2 (2H , ■ > NE x 2) , 7.2-7.5 (16H, ■ , ^#J£-H + NH)„ 
[0 19 4] 

• b) N a -[4-( fcFn*$/T3>0-2(R)- >f V ^;i/-3(RS)- [3-(4' -fy-*3 J 

6) 

ft^fc (®2£iR3S25X ) 

Bf -fit;0.04( *D : *ZJ-fr '.WrWl = 5 :2 : 1). 0.34 (n-BuOH 

: AcOH : 7K = 4 : 1 : D> FABMS (M + +l) : 492 . 

^-NKR (CD 3 0D)8pp« ; 0.86 (6H. ■ , CH(CH 3 ) 2 ) , 1.0-1.8 (11H, ■ , (CH 2 
) 2 -CH 2 -NH 2 + (CH 2 ) 2 -CH 2 -C 6 H 4 + CH 2 CH (CH 3 ) 2 ) ,1.89 (6H, s x 2 , CRgCO^) 
72.17 (1H, ■ , CH-CO), 2.5-2.9 (8H , s + ■ , CH 2 -CgH 4 + CHg-NH + CH-CO 
+ NH-CH 3 ) , 4.28 (1H, ■ , NH-CH-CO) , 7.1-7.3 (4H „ ■ , ^=##j-H) . 

12 3 10-3108156 
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[0 19 5] 

N a -[4-( \L Kn*2/T^ /)-2(R)- >fV^f;i/-3(R or S)-(3-7i^^D 

i 

FABMS (M + +1) : 497 „ 
^ *H-NMR (CD 3 0D)8pp« ; 0.8-1.1 (7H , ■ , CH(CH 3 ) 2 ) , 1.3-1.6 (6H , ■ , 

CH-(CH 2 ) 2 + CH 2 -CH(CH 3 ) 2 ) , 1.89 (3H, s , CH 3 C0 2 H), 2.10 (1H, ■ , CH-CO) 
, 2.3-2.5 (3H , ■ , CH 2 -Ph + CH- CO) , 2.63 (3H, s , NH-CH 3 ) , 2.8-3.1 (2 
H , ■ , C 6 H 4 -CH 2 ) , 3.93 (2H, ■ , CH 2 ~NH 2 ), 4.58 (1H, ■ , NH-CH-CO) , 7. 
0-7.4 (9H , ■ „ ^#&-H) . 
[0 19 6] 
[S&494 8] 

N a -[4-( H Kn^rS/T^ /)-2(R)- >fV^f;i/-3(E or S)-(p-7 ^ J * * U 
4-(p- ^yi?)\,**ri/ij)Vtf—nsT5.S*7-l'>7^—n')-3(.RS)-tert- 

FABMS (M + ): 436. 

*H-NMR (CD 3 0D)8pp« ; 0.7-1.0 (6H , ■ , CH(CH 3 ) 2 ) , 1.08 (1H, ■ , CH(C 
H 3 ) 2 ) , 1.3-1.9 (6H , ■ , CH-(CH 2 ) 2 + CH 2 -CH(CH 3 ) 2 ) ,1.84 (6H, s , CHgC 
0 2 H X2), 2.41 (1H , ■ , CH-CO), 2.5-3.0 (8H , > , NH-CH 3 + CH 2 -NH 2 +_CB- 
C0 + C 6 H 4 -CH 2 ), 3.95(2H , ■ , CgH 4 -CH 2 -NH 2 ) ,4.34 (1H, ■ , Nfl^CO) , 
7.1-7.4 (4H , ■ , ^m-E) . 
[0 19 7] 
[SBfttiM 9] 

N a -[4-( \L Kn*S/y$ J )-2(R)- >fy^7I/-3(R or S)-(p-7^ J 
" l 9, 4 mM&¥- 10-3 108156 
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7 5 K 2 

4-(p- s<>S/Jl**ri/*lJ\/7K—)VT$ J U>7 i-;i/)-3(RS)-tert- ^ 
FABMS (M + +1) : 498 . 

1 H-NMR (CD 3 0D)8pp» ; 0.7-0.85 (6H. ■ . CH(CHg) 2 ) . 0.90 (1H. ■ . CH(C 

H 3 ) 2 ) . 1.2-1.4 (2H . ■ . CH 2 -CH(CH 3 ) 2 ) . 1.84 (6H. s . CHgCOgH X2). 2. 

^ 07 (1H. ■ , CH-CO), 2.41 (1H. ■ . CH-CO), 2.64 (3H. ■ . NH-CH 3 ) . 2.81 a 

nd 3.06 (1H each, ■ , CgH 4 -CH 2 ) . 3.2 (■. CgH 4 -CH 2 ) . 3.93 (2H, ■ . CHg- 
NH 2 ), 4.77 (1H. ■ , NH-CH-CO) . 6.84. 7.05 and 7.1-7.3 (8H. a . ^SJ^-H 

) o 

[0 19 8] 

immms oi 

N a -[4-( tKD^ri/7 5;)-2(R)- >fV^-3(R or S)-[p-(p- 

k i mmm. 

4-[p-(p-b;PX>^;i/^>75 K^f 7ai^;i/]-3(RS)-tert- ttJU* 

FABMS (M + ): 632. 

1 H-HMR (CD 3 0D)8pp« ; 0.8-1.0 (6H . ■ . CH(CH 3 ) 2 ) . 1.0-1.1 (1H . ■ . 
CH(CH 3 ) 2 ) . 1.4-1.8 (6H .■ . CH-(CH 2 ) 2 + CHg-CH (CHg) 2 ) . 1.89 (3H. s , 
CH 3 C0 2 H), 2.39 (1H, ■ . CH-CO), 2.43 (3H. s . C 6 H 4 -CH 3 ) . 2.5-2.8 (6H . 
■ . CH-CO + NH-CH 3 + C 6 B 4 -CH 2 ). 3.18 (2H. ■ , CHg-NH) .3.93 (2H, s , Cg 
H 4 -CH 2 -NH). 4.38 (1H, ■ , NH -CH- CO) . 7.01. 7.21. 7.36 and 7.71 (2H each 
. ■ . ^#J£-H) . 
[0 19 9] 
[WHkM 5 1 ] 

12 5 fitfE4#¥ 10-3108156 
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N a -[4-( tKD4fi/7^;)-2(R)- >fV^;i/-3(R or S)-(p-"7 9 )VJ $ F 

t^uy^yi/iv) W i/-M-L-T)\s*f-y N- *^-;i/T^ K l WfWML 

4-(p- 7#;i/>f 5 K*^ l/>7xn;i/)-3(RS)-tert- -/^;i/:*-3f ;i/ 
FABMS (M + ): 608„ 

*H-NMR (CD 3 0D)8pp« ; 0.8-0.9 (6H , ■ , CH(CH 3 ) 2 ) , 1.06 (1H, ■ , CH(C 

H 3 ) 2 ) , 1.4-1.85 (6H, ■ , CH-(CH 2 ) 2 + CH 2 -CH (CHg) 2 ) ,1.90 (3H, s , CH3C 
0 0 2 H), 2.39 (1H, ■ , CH-CO), 2.5-2.8 (6H , ■ , CH-CO + NH-CH3 + C g H 4 -CH 2 ) 

, 3.16 (2H, ■ , CH 2 -Nfl) , 4.39 (1H, ■ , NH-CH-CO) , 4.75 (2H, s , CgH^ 
H 2 -N) ,7.05 and 7.23 (2H each, ■ , ^#i£-H) , 7.7-7.9 (4H , ■ , 

5) o 

[0 2 0 0] 
[M5 2] 

N a -[4-( tKn^r^7^;)-2(R)- >fV^f^-3(R or S)-(p-* # >x;i/d> 

yyx F^f w i/-M-L-T)v*r-y n- ^f;i/7^ K 1 Wf 

4-(p- * #>vWl/3ft>T5 K*^ \sy~7 ji— /l/)-3(RS)-tert- -f+A/ttt/iJ 

1 H-NMR (CD 3 0D)8pp» ; 0.8-0.95 (6H, ■ , CH(CH 3 ) 2 ) , 1.08 (1H, > , CH(C 
H 3 ) 2 ) , 1.4-1.85 (6H, ■ , CH-(CH 2 ) 2 + CH 2 -CH (CHg) 2 ) ,1.89 (3H, s , CHgC 
0 2 H), 1.96 (3H, s , CH 3 -S0 2 ), 2.41 (1H, ■ , CH-CO), 2.5-2.8 (6H , ■ , CH 
-CO + NH-CH 3 + C 6 H 4 -CH 2 ), 3.26 (2fl, ■ , CH 2 -NH) ,4.28 (2H, s , C^-CHg 
-NH), 4.39 (1H, ■ , NH -CH-C O) , 7.05 and 7.14 (2H each, ■ , ^##j-H) c 
[0 2 0 1] 
m&M5 3] 

N a -{4-( fc Kn^rS/T^ J )-2(R)- ^V^f^-3(R or S)-(«-T^ J 

■ y<yV)\s) wy—M- l- y=y-y N-_*^-;i/y ^ K i 

■» 9 p, MJfi^ai 10 — 3108156 
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4-(«- Ky¥)\,**rZ/i])\/-&-n'T ^ J **-l/>"7x-/l/)-3(RS)-tert- -J* 
frtf-n,- L- T^-> N- K&«V*T»£«23fcH»©ift«s«:^ 
FABMS (M + ): 393. 

1 H-NHR (CD 3 0D)8pp» ; 0.85-0.95 (6H , ■ , CH(CH 3 ) 2 ) , 1.08 (1H, ■ , CH 
(CH 3 ) 2 ) , 1.36 (3H, d , J =7.2 Hz , CH-CHg) , 1.4-1.7 (2H , ■ , CHg-CflCC 
H 3 ) 2 ) , 1.91 (3H, s , CH 3 C0 2 H), 2.42 (1H, > , CH-CO), 2.6-2.9 (6H , ■ , 
^ CH-CO + NH-CH 3 + C 6 H 4 -CH 2 ). 4.03 (2H, s , CgH^CHg-NHg) , 4.40 (1H, ■ , 
NH-CH-CO) , 7.1-7.4 (4B , ■ , ^#I£-H) . 
[0 2 0 2] 
IWmW 5 4 ] 

N a -[4-( t ^ J )-2(R)- >TV^;i/-3(R or S)-(2-^ a: / ^rS/x. 

5- 7 * y * S/-3 (rs) - ter t-zfr ;v * * s/ * ;v # -;i/-2 (R)->fv^;i/^>^> 

FABMS (M + ): 479 D 

# 1 H-NMR (CD 3 0D)5pp» ; 0.8-0.95 (6H, ■ , CH (CH 3 ) 2 ) ,1.10 (1H, ■ , CH(C 

H 3 ) 2 ) , 1.4-1.85 (8H, ■ , CH 2 -CH 2 -0 + CH -(CH 2 ) 2 + CH 2 -CH(CH 3 ) 2 ) , 1.89 ( 
3H, s , CH 3 C0 2 H), 2.45 QhTT, CH-CO), 2.65 (1H, ■ , CH-CO), 2.72 (3H, 
s , NH-cigT, 3.15 . (2H, > , CH 2 -NH) , 3.8-4.0 (O-CHg) , 4.34 (1H, ■ , NH 
-CH- CO) , 6.88 and 7.23 (2H each, ■ , 3jf?J£-H) . 
[0 2 0 3] 
[gtiM5 5] 

N a -[4-( )~2(R)- >fy^f;i/-3(E or S)-(3-i/9U^i/ 

6- >>9 D/s^>>;i/-3(RS)-tert-y^;i/^^r^*^-;i/-2(R)-f VZf^JV^ 

vym&zwt&yoQ s:fflv^T»3i#^23^:Bl«©»f^^:ffv^afeH#©«ffifl:^• 

12 7 10-3108156 
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FABMS (M + + 1) : 484„ 

1 H-NMR (DMSO-dg) 5 pp« ; 0.6-1.8 (33H, ■ „ CH 2 -CH(CH 3 ) 2 + CH- (CH 2 ) 3 -C 5 H 
u + CH-(CH 2 ) 2 + CH 3 C0 2 H) , 1.99 (1H, ■ , CH-CO). 2.49 (1H, ■ , CH-CO), 
2.55 (3H, d „ J =4.4 Hz % NH-CH3) . 3.00 (2H, ■ , CHg-NH) , 4.20 (lfl, ■ 
, NH -CH- CO) , 8.05 and 8.23 (1H each, ■ , NHX2) C 
[0 2 0 4] 
IM&tt 5 6 ] 

^ N a -[4-( t Kn#2/T$ y )-2(R)-(2--^^^;V^^;i/)-3(R or S)-(3- 7a: 

-;i/yntr;v) i/-M -l-tjv*— y N- *^;i/T^ K 1 mm& 

6-7i- ;i/-3 (RS) - ter t-^ ft* *c*s*> >Vtf-J]/-2 (R) - (2- ~7 JU * * )V) 
FABMS (M + + 1) : 562„ 

1 H-NMR (CD 3 0D) 5 pp» ; 1.2-1.8 (8H % ■ , CH-(CH 2 ) 2 X2), 1.90 (3H, s , 
CH 3 C0 2 H), 2.3-3.1 (11H, ■ . CH-CO X2 + CHg-Ph + CH 2 -Naphthyl + CHg-NH + 
N-CH 3 ) , 4.08(1H , ■ , NH -CH-C O) , 7.1-7.9 (12H, ■ , ^#J£-H) 0 
[0 2 0 5] 

• mmm 5 7 ] 

N a -[4-( HKD^ri/7$;)-2(R)- >fV^f;i/-3(R or S)-(o-y ^ ^ * ^ 1/ 

y<yZ/)i) - l- 7*5— y n- ^^;ut^ F i WfWt& 

4-(o- Ky i?Jl JVtf— ;i/T^ J *^l/>7:n— /l/)-3(RS)-tert- ^ 
;i/^-^ri/^;i/3j<-;i/-2(R)->r V^;i/^^>^^«k^ N a -tert-^;i/;*-^>:*7 
;VtK-;1/-L- T^-y N- *^-;i/T^ F£m^T3g^0923£H8S©i^£*?^e 

FABMS (M + ) : 393 „ 

1 H-NMR (CD 3 0D)6pp« ; 0.8-1.0 (6H . ■ , CH(CH 3 ) 2 ) , 1.09 (1H, ■ , CH(C 
H 3 ) 2 ) „ 1.38 (3H, d , J =4.7 Hz , CH-CHg) „ 1.60 (2H, ■ „ CH 2 ~CH (CHg) 2 ) 
, 1.89 (3H, s , CH 3 C0 2 H), 2.53 (1H, ■ ,_CH-C0), 2.65-2.95 (6H , ■ , CH-C 
~- 1 «? 8 mm&fSfc 10-3108156 
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CH-CO), 2.4-2.7 (3H , ■ , CH-CO + CgH^CHg) ,2.80 (3H, s , N-CH3), 3.76 
(2H, ■ , CH 2 -0), 4.0-4.6 [7H , » , NH-CH-CO + CH 2 -NH 2 + 2-H, 5-H and 6- 
H (glucopyTiliosyl)] , 4.9-5.3 [3H , ■ , 1-H , 3-H and 4-H (glucopyranosy 
1)] , 7.1-7.3 (4H , ■ , ^&-H) o 
[0 2 5 1] 
m&M 10 3] 

N a -[4-( tl Kn^ri/T^ J )-2(R)- >f V ZfU fcf;i/-3(R or S)-[3-(p- 7T- 

\^^^\/yyaL-)V) ^ntf;i/] -9-* >>-;i/]-o-( /3-d- tf9 7 5//10-L- 

^ "fe y > n- f i w^mm. 

FABMS (M + + 1): 628 0 

*H-NMR (D 2 0)6pp» ; 0.7-0.9 (6fl , ■ , CH(CH 3 ) 2 ) , 1.0-1.7 (5H , ■ , CH 
(CH 3 ) 2 + CH-(CH 2 ) 2 ) , 1.80 (3H, s , CHgCOgH), 2.17 (1H, ■ , CH-CO), 2.4- 
2.6 (3H , ■ , CH-CO + C 6 H 4 -CH 2 ) , 2.71 (3H, s , N-CHg), 3.41 [1H, ■ , 5- 
H (glucopyranosy 1)] , 3.5-4.0 [7H , ■ , CHg-O + 2-H , 3-H , 4-H and 6-H 
(glucopyranosyl)] , 4.2-4.4 (3H , ■ , C 6 H 4 -CH 2 -NH 2 + NH-CH-CO), 5.26 [1 
H , ■ , 1-H (glucopyranosyl)] , 7.20 (4H , ■ , ^#jfi^-H) . 
[0 2 5 2] 
# m&M 10 4] 

N 4 -[4-(3,4,4-h V*^;i/-2,5- V**\f- 4$#*JVP>-1- -f /l/)-l(S)- 
^/l/jb/Wt^/l/^/H-N 1 - HFn*S>-2(R or S)-[3-( P - 

>7i-;i/) yntf/i/]-3(R)- >fv^n^^J/>7^ F 1 

3(RS)-tert- ^^^^^^jK^^e-tp-CN 1 ^ 2 -^^^^^^-^^*^^- 
^^7-K^^U» 7aL-M -2(R)-> f V7U\£Jl^*V-ym&&X$2{S)-ter 

VV*?y-i- -f/W n- *^;i/T^ F£J8v>T5^£flf23£:|ig8l<0^ 

~3MS (M + ): 617. 

co-NMR (CD 3 0D)8pp« ; 0.8-1.0 (6H , ■ , CH(CHg) 2 ) , 1.1-1.8 (15H, s + 

io 

15 1 ffiH^sp 10-310815 6 

oo 
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) , 1.89 (3H, s , CH 3 C0 2 H), 2.22 (1H. > . CH-CO). 2.6-2.9 (6H . ■ , CH-C 
0 + NH-CH 3 + C 6 H 4 -CH^), 3.37 (1H, ■ . NH-CH (CH 3 ) o) . 4.14 (2H. s . CHg-NH 
2 ). 4.40 (1H. ■ . NH-CH-CO) . 7.15-7.4 (4H. ■ . ^#&-H) . 
[0 2 0 8] 

m&me 0] 

N a -[4-( M Kn^ri/T^ /)-2(R)- >fV^/I/-3(R or S)-[3-(o- J ^ 

f i/>7x-;i/) ^ntf;i/] iz—M-i-r^-y n- *^;i/7^ K i mm 

^ 6-(o- s<y?;v**i/2lfl'T8—)VT$ J *^b>7a:-;i/)-3(RS)-tert- ^ 
FABMS (M + ) : 421 „ 

1 H-NMR (DMSO-dg) 5 PP« ; 0.7-1.0 (7H . ■ . CH(CH 3 ) 2 ) .1.13 (3H. d . J 
= 6.9Hz . CH-CH 3 ) . 1.1-1.6 (6H . ■ . C H-(CH 2 ) 2 + CHg-CH (CHg) 2 ) . 1.81 ( 
3H . s . CHgCO^H). 2.06 (1H. ■ . CH-CO), 2.4-2.6 (m. CH-CO + Cg^-CHg + 
NH-CH 3 ) . 3/70 (2H. s . CH 2 -NH 2 ). 4.23 (1H. ■ . NHzCH-CO) . 7.0-7.2 and 
7732~ (4H . ■ . ^#i£-H) .7.63 and 8.16 (1H each. ■ . NHX2)„ 
# [0 2 0 9] 

imtm 6 1 ] 

N a -[4-( tFn^i/7^;)-2(B)- >fV^;i/-3(R or S)-[3-(p- T^J^ 

fu> 7 i-^) ^ntr;i/] wv-M- l- yy> n- *t-jvt$ k 2 mm 

6 _(p_ *y jjfrtf —JUT § y**-l/>7a::=./]/)-3(RS)-tert- ^ 

FABMS (M + ) : 479 „ 

*H-NMR (CD 3 0D)5PP» ; 0.8-1.0 (6H . ■ . CH (CH 3 ) 2 ) . 1.06 (1H. ■ . CJ(C 
H 3 ) 2 ) . 1.2-1.9 (12H. - . CH-(CH 2 ) 3 _+ CH -(CH 2 ) 2 + CH 2 -CH(CH 3 ) 2 ) . 1.92 ( 
_ 13 0 __ mfE#^ 10-3108156 
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1 H-NMR (DMS0-d 6 ) 8 ppm ; 0.85-0.86 (6H , ■ . CH(CH 3 ) 2 ) , 1.1-1.9 (15H, 
■ . CH(CH 3 ) 2 + CH-(CH 2 ) 2 X2 + CHgCO^ X2). 3.83 (2H. s , CHg-NHg), 7. 
0-7.3 (4H . ■ . T&WM-X) » 
[0 2 5 5] 
[9mmi 0 7] 

N 4 -[2- T$S-l(.S)-*?-JliJjVrt : ZJfl'^M-K 1 - tKQW(lt or S) 
_ [3-(p-7^^fl/>7x^) yntT^/]-3(R)- >fV^n^drS/>75 
K 2 B*S8i& 

6-( P - /<>i;;i/^-^r$/*;i/jJ<^>a/r 5 J ;i/)-3(RS)-tert- ^ 

/I/*-* i/fj ;i//if-;i/-2 (RW v tf ;w\=3f -9- £ #2 (s)-tert-y^^^-^r 

FABMS (M + + 1) : 422 . 

1 H-NMR (CD 3 0D)5pp» ; 0.8-1.0 (6H . ■ „ CH(CH 3 ) 2 ) , 1.1-1.2 (1H , ■ . 
CH(CH 3 ) 2 ) , 1.2-1.8 (4H , ■ , CH -(CH 2 ) 2 ) , 1.9 (6H , s , CHgCOgH X2). 2. 
28 (lfl, ■ , CH-CO), 2.4-2.6 (3H „ m „ CH-CO + Cg^-CHg) .2.68 (3H, s , 
N-CH 3 ), 4.02 (2H. s , Ph-CH 2 -NH 2 ) , 4.3 (1H , ■ , NH^CO) .7.21 (4H. 



CO 

m 

-* 15 3 mUft^ 10-3108156 

CO 
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H 3 ) 2 ) , 1.25-1.8 (19H , ■ . NH-CH(CH 3 ) 2 + CH-(CB 2 ) 4 + CH-CH3 + CH 2 ~CH(CH 
3 ) 2 ), 2.15 (1B\ ■ , CH-CO). 2.56 (1H, ■ . CH-CO). 2.60 (3R\ s , N-CH3). 
2.96 (2H. ■ . CH 2 -NH) , 3.36 (■ , NH-CH(CH 3 )q) 4.35 (1H , ■ , NH^CO) 



[0 2 12] 

m&m 6 4 ] 

N a -[4-( \L FO **/T ^ y)-2(R)- -fV^f^/-3(R or S)-[5-( tfU ^>-4 
- A )V- *^lsy4 5. J) s<y*)V] ^r^V— ;i/]-L-T^-> N- F 

1 mmm. 

N a -[4-( th*n^J/75;)-2(R)- >fyyf^-3(R or S)-(5-T ^ J 
(DWitt OffiU Tiz h>tCf^^.T4-trU ^T^ft F£/8v^) =MtV>B&@ 
FABMS (M + ) : 450 „ 

H-MR (CD 3 0D)8pp« ; 0.8-0.95 (6H, ■ , CH(CH 3 ) 2 ) .1.06 (1H, ■ . CH(C 
H 3 ) 2 ) , 1.1-1.7 (13H, ■ . CH-(CH 2 ) 4 + CH-Cflg + CH 2 -CH(CH 3 ) 2 ). 1.93 (3H, 
s % CH 3 C0 2 H). 2.13 (1H. ■ . CH-C0). 2.54 (1H, ■ . CH-CO), 2.71 (3H. s , 
N-CB3TT2.87 (2H. ■ , CHg-NH) , 4.02 (2H. ■ . NH-CHg-Pyridyl) % 4.40 (1H 
„ ■ , NH -CH- CO) ,7.47 and 8.55 (2H each. ■ . ^§|&-H) „ 
[0 2 13] 
[«i«6 5]- 

N a -[4-( fc Fn^ri/T^ 7)-2(R)- >f V /U-3 (R or S)-[3-(p- ;* h*ri/ 

^;i/^-;i/-7oc-;i/) ^rjfcf;i/] i/=.)V]-L-V Vy N- *^;i/7^ F 1 # 

6-(p- ^ ^efi/ijfrtf— ;i/7x^i;i/)-3(RS)-tert- rf^^^r 
FABMS (M + + 1) : 508 0 

1 H-NMR (CD 3 0D)8pp» ; 0.8-0.9 (6H . CH(CH 3 ) 2 ) . 1.04 (1H. ■ . CH(C 

13 2 ffiJE4#¥ 10-310 
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N a -[4-( M Kn^ri/T^ y )-2(R)- >fy^/I/-3(R or S)-(8-tKD^P^t 

^ * * -L- y s; > n- * 5^;i/T ^ K i mm& 

ll-C-^h^t Fn tr^~;i/^-^rS/)-3(RS)-tert- zf^JV** i/ijA/^— ;i/-2(R 
H V^f ^9>f*>8feJ:m*l £Mv^§^lfl23£|i^ai©igf£*:fi : VA 

FABMS (M + ) : 459„ 

1 H-NMR (CD 3 0D)8pp» ; 0.8-0.95 (6H, ■ „ CH(CH 3 ) 2 ) , 1.05 (1H, ■ , CH(C 
^ H 3 ) 2 ) „ 1.1-1.9 (22H, ■ , CH-(CH 2 ) 7 + CH-(CH 2 ) 3 + CH 2 -CH (CH 3 ) 2 ) , 1.92 ( 

3H, s „ CH 3 C0 2 H), 2.13 (lfl. ■ % CH-CO), 2.56 (1H, ■ , CH-COK 2.72 (3H, 

s , N-CH 3 ), 2.91 (2H, ■ , CH 2 -NH 2 ), 3.53 (2H, t „ J =6.5 Hz , CHg-OH) , 
4.31 (1H, ■ . NH -CH- CO) . 
[0 2 17] 

mmw 6 9 ] 

N a -[4-( \L /)-2(R)- -fV^;i/-3(R or S)-(2-n-^^^-^r 

t/x^;i/) t^i/-;i/]-L-Ui?> n- *^;i/y^ F 1 mm& 

5-(n- ^;i/;T3f £/)-3(RS)-tert- zfrfr** i/% frtf—)V-2(R)->( V zf^)\y 
FABMS (M + 1): 432 „ 

^H-NMR (CD 3 0D)5pp« ; 0.8-0.95 (9H, ■ , CH(CH 3 ) 2 + CH 2 -CH 3 ) . 1.06 (1H 
. ■ . CH(CH 3 ) 2 ) , 1.2-1.9 (14H, ■ „ CH-CH 2 + CH-(CH 2 ) 3 + (CH 2 ) 2 -CH 3 + CH 
2 -CH(CH 3 ) 2 ) „ 1.91 (3H, s , CH 3 C0 2 H), 2.29 (1H, ■ . CH-C0). 2.58 (1H, ■ 
, CH-C0), 2.72 (3H, s , N-CHg), 2.91 (2H, ■ , CH 2 -NH 2 K 3.2-3.4 0-CH 
2 X2), 4.31 (1H, a , NH-CH-CO) 0 
[0 2 18] 
[*3B«7 0] 

N a -[4-( kFD^ri/7^)-2(R)- -fV^;i/-3(R or S)-(2-> f V -f^fr* 
*ri/3L*M W i/-M-L-V V> N- *^;i/7^ F 1 mm& 

13 4- ffiHift^ 10-3 108156 
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FABMS (M + ) : 465 . 

1 H-NMR (CD 3 0D)8pp« ; 0.8-0.95 (6H. ■ , CH(CH 3 ) 2 ) , 1.04 (1H, ■ , Cfl(C 
H 3 ) 2 ) , 1.2-1.85 (12H „ ■ , CH-(CH 2 ) 3 + CH-(CH 2 ) 2 + CHg-CH (CH 3 ) 2 ) , 1.92 
(3H, s , CH 3 C0 2 H), 2.17 (1H. h , CH-CO), 2.35-2.6 (3H, ■ , CH-CO + C g H 4 
-CH 2 ) , 2.71 (3H, ■ , N-CH 3 ), 2.88 (2H, ■ , CHg-NHg), 4.25 (1H % ■ % NH^C 
E-CO) , 6.67 and 6.94 (2H each, ■ „ ^##|-H) 0 
[0 22 1] 
H83t«7 3] 

N a -[4-( t Kn^ri/T^ >>)-2(R)- >fy^f;i/-3(R or S)-[3-( tfi/frV y 

-4- -f;i/) zfu\±M Wis—M-i-Vpy n- *?-jvt$. f i 

6-^;\sfcV >^-3(RS)-tert-^;i/^-^ri/^;i/^-;i/-2(R)->f Vzf^/l^^y 
FABMS (M + ) : 458 . 

1 H-NMR (CD 3 0D)8pp« ; 0.7-0.9 (6H , ■ , CH(CH 3 ) 2 ) % 1.02 (1H, ■ , CH(C 
H 3 ) 2 ) , 1.2-1.8 (12H, ■ , CH-(CH 2 ) 3 + CH-(CH 2 ) 2 + CHg-CH (CH 3 ) £ ) „ 1.89 ( 
3H, s , CH 3 C0 2 H), 2.20 (1H, ■ , CH-CO), 2.5-3.0 (12H, ■ , CH-CO + N-CH £ 
X3 + N-CH 3 + CH 2 -NH 2 ), 3.74 (4H, ■ „ 0-CH 2 X2), 4.28 (1H, ■ , N H-CH- CO 

) c 

[0 2 2 2] 

N a -[4-( tKn^fJ/7^;)-2(R)- -f VzfU tT;i/-3(R or S)-(3-7 zl—JV? 
nfcf;i/) -V-trts—M-L-V&y N- ^f;i/75 K l mWE. 

6--?3L—JV-3(lLS)-teTt-zf^J],*3ri/$ifl,T8— ;i/-2(R)->f V z/U \f;V^\^Z/ 
FABMS (M + + 1): 436 B 

1 H-NMR (CD 3 0D)5pp« ; 0.85-1.0 (6H, CH(CH 3 ) 2 ) , 1.3-1.9 (11H, 

13 6 mU&st 10-310 
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mmm 7 7 3 

N a -[4-( HFD^i/r^H(R)- >fV^;i/-3(R or S)- 
H,]_ N e _ /<>x>f ^ hM;i/-L- U N- *^;i/T ^ K 1 *BfcSt 
-ft#<»18feJ:lfft^«22-aS:fflV^T»3t«22i:ra*(Ot*^( fib. x^/l/y-fe 

FABMS (M + ): 448„ 

*H-NMR (CDgOD) 8pp« ; 0.7-0.9 (6H , ■ , CH(CH 3 ) 2 ) ,0.94 (3H, d , J=7. 
^ 0 Hz, CH-CH 3 ) ,1.01 (1H, ■ , CH(CH 3 ) 2 ) , 1.2-1.7 (8H , ■ , CH 2 -CH(CH 3 ) 2 
+ CH-(CH^), 1.80 (3H, s % CH 3 C0 2 H), 2.15 (1H, ■ , CH-CO), 2.48 (1H, ■ 
, CH-CO), 2.64 (3H, s , N-CH^)T3.35 (2H, ■ , CHg-NH,,), 4.26 (1H, ■ , NH 
-CH-CO) , 7.4-7.7 (5H , ■ , ^#I£-H) 0 
[0 2 2 6] 
[»3t«7 8] 

N 4_ [3 _ 7 5 y-KS)-^^^/*^/^^^ ^^Dtf^l-N 1 - tKD^ri/-2(8 or 

s) _ [3 _(p_ u>7x^) ^ntr;i/]-3(R)- >f y^/i/xfs/s/rs 

k 2 

6 _(p_ v<> S/fc/l/jKn/br^ >/^^l/>7x— A/)-3(RS)-tert- ^ 

# ^^^*^#-^-2(R)-^V^^^**>»^J:^2(S)-tert-^^/**S/ 

FABMS (M + ): 450, 

*H-NMR (CD 3 0D)8pp« ; 0.75-0.9 (6H, ■ , CH (CH 3 ) 2 ) , 1.07 (1H, ■ , CH(C 
H 3 ) 2 ) , 1.2-1.7 (6H , ■ , CH 2 -CH(CH 3 ) 2 + CH- (CH 2 ) 2 ) , 1.85 (6H, s , CHgC 
0 2 H X2), 1.8-2.1 (2H , ■ , CH-CH 2 ) , 2.18 (1H, ■ , CH-CO), 2.52 (3H, ■ 
, CH-CO + C 6 H 4 -CH 2 ) , 2.69 (3h7T, N-CHg), 2.88 (2H, ■ , CH 2 -NH 2 ), 3.99 
(2H, s , CgH^j^-NHg) , 4.36 (1H, ■ , M^CO) , 7.17 and 7.29 (2H ea 

ch, > , m^m-n) . 

[0 2 2 7] 

^ ~" 13 8 mtS^^P 10 — 3108156 
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[*4] 



fb^tt 


AUC 0 5 _4 (ng-h/nl) 




9128 




4757 


<b^39 


14996 




3131 




6255 




3289 




1929 




7067 


fc-&4&46 


3379 


*t-&«348 


20203 


<b£4&49 


15292 




4816 


fb^&ei 


13765 


<b£4&63 


5662 


{b-&<8>69 


3339 


*b£4&72 


4042 


fl^4&74 


9025 


*»sub^4&2 


1574 



[0 2 6 4] 

V xMk&Bfcfr'o 10 «g / kg X'&.Als'?V*<n : Rte*& BfSSBgbfc. 

16 1 ffiSE#¥ 10-31 
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[0 2 2 9] 

mmm 8 1 ] 

N a -[4-( tKn^ri/T^ )-2(R)- >fV^^-3(R or S)-[3-(p- ^T— K 

6-[iKN^K 2 -^>S;/l/**2/:*;i/#— K*^l/>) 7 -3(RS 
)_ t ert- ^;i/^^^^;b^-;i/-2(R)--f V^^^^riJ-^^^J:^^^ £ 

FABMS (M + ): 506 o 

^-NMR (CD 3 0D)5pp« ; 0.7-0.85 (6H. ■ . CH(CH 3 ) 2 ) .0.99 (1H. ■ . CH(C 
H 3 ) 2 ) . 1.15-1.8 (10H . m . CH 2 -CH(CH 3 ) 2 + CH-(CH 2 ) 2 X2), 1.81 (6H. s . 
CH 3 C0 2 H X2). 2.12 (1H. m . CH-CO). 2.4-2.6 (3H . ■ . CH-CO + Cg^-CHg) 
~67 (3H. s , N-CH 3 ), 2.82 (2H. s . CH 2 -NH 2 ). 4.22 (1H. m , NHHCH^CO) 
. 4.26 (2H. s . C 6 H 4 -CH 2 -NH), 7.0- 7.2 (4H. ■ . ^#^-H) „ 
[0 2 3 0] 
m&ma 2] 

N a -[4-( tKn^J/7UH(R)- >fV^f^-3(R or S)- [3-(3,4,4- hU 
6-(3,4,4- *J**V- -f 3*VU*;>-1- -f;i/)-3(RS)-tert 

FABMS (M + +1) : 514„ 

*H-NMR (CD 3 0D)8pp« ; 0.8-0.9 (6H . ■ . CH(CH 3 ) 2 ) ,1.03 (1H. ■ . CH(C 
H 3 ) 2 ) . 1.2-1.9 (18H. - . CH 2 -CH(CH 3 ) 2 + CH-(CH 2 ) 2 + CH- (CH 2 ) 3 ) + C(CJ 3 ) 
2 . 2.11 (1H. ■ . CH-CO). 2T54 (1H. ■ . CH-CO) . 2.72 (3H. s . NH-CHg) 
, 2.87 (3H. s . N-CH 3 ). 3.00 (2H. t . J=7.5 Hz, CHg-NH^. 3.42 (2H. t . 
J=6.1 Hz. CH 2 -N). 4.30 (1H. ■ . NH-CH-CO) „ 
[0 2 3 1] 

_ 1 i <5 mum* 10-31 



10 — 218676 



mnm 2 3 



A; BM 

M2 3 2 g 

&ti::M-y9A 0.33 g 
mwmm* MM 

^ b; MM 

6 5 g 

y >»Z1**^ h y 9 A 0.56 g 

o.oo2m^ / <>-y^^— 92»?g &a 
^* 100 «i 

c; BM 

*fr64fc2 5 U 
fl *fttMJ 9 A 0.33 g 

**JE*lfc-*- H y 9 A 0.10 g 

mmnm* mM 

d; MM — 

it&m 5 5 i« 

M^gggj* 

£4 100 .1 

[0 2 6 7] 
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7^ K 1 MIS 

ffc£-$>17£.fctf N a -tert-^;i/^-^rS/^j;i//K^;i/-L-4'-S/Ty 7airL^/T^ 
FABMS (M + ): 534. 

*H-NMR (CD 3 0D)5pp« ; 0.7-0.9 (12H. ■ > CH(CH 3 ) 2 X2). 1.0-1.1 (2H , 

■ „ CH(CH 3 ) 2 X2), 1.3-1.7 (4H . ■ , CHg-CH (CH3) 2 X 2) „ 1.94 (3H. s , CH3C 
A 0 2 H), 2.0-2.3 (6H , ■ , CH-CO + CH 2 -C0 2 H + C-CHg), 2.52 (1H, ■ , CH-CO) 

, 2.9-3.1 (2H , ■ , CH 2 -C 6 H 4 ) , 3.2-3.4 NH-CHg) .4.38 (2H. s , CgH 4 
-CH 2 -NH), 4.55 (1H, ■ , NH -CH- CO) . 7.28 (4H, ■ , ^#J£-H) „ 
[0 2 3 4] 
m^mS 6] 

n 4 - [2- r^/-2- *^;i/-i(RS)- ^^jb/wt^-f a,-7u tf^l-N 1 - tKn 

3f*/-2(R or S)-[3-(p- 7^ b>7x_;i/) zfU fc?/l/] -3(R)- -fV^dtf 

;i/X*£/>7^ F 2 Bf^m 

6-(p- ;i/7^ y >l^l/>7x— /U)-3(RS)-tert- ^ 

;i/*"3f S/#;i/3ff-;i/-2(R)— f V-^nhT;i/^>^>^^<l:If2(RS)-tert- 7?-Jl* 

N- ^f;i/75 KS:Mv^TSg^23i:^©^^:^TV^e•fe@<♦:©SfB'ffc•^ ^ feS: 
FABMS (M + ): 450„ 

*H-NMR (CD 3 0D)8pp« ; 0.85-1.0 (6H % ■ , CH(CH 3 ) 2 ) , 1.2-1.8 (11H. ■ , 
CH(CH 3 ) 2 + C-CH 3 X2 + CH-(CH 2 ) 2 ). 1.91 (6H, s , CHgCOgH X2), 2.31 (1H, 

■ , CH-CO). 2.4-2.6 (3H . ■ . CH-CO + CgH 4 -CH 2 ) ,2.65 (3H. s , N-Ciy. 
.4.01 (2H. s , CH 2 -NH 2 K 4.72 (1H. ■ . NH-CH-CO) , 7.17 and 7.29 (2H each 

, ■ , ^Hffie-H) . 
[0 2 3 5] 

1 4 2 ifcfE*^ 10-3108156 
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a; i sio^ta 

ft-£&9 100 us 

Z2 — yT-Z—^ 46 «g 

m Fn^ri/^n tr;i/-fe;i/n-^. 2 «g 

7f7'J ^iv^^ 1 )^ 4 «g 

250 «g 



B; l &<D-$;mM 

Ik&ya 2 3 50 «g 

%m 120 «g 

3->^3f-f 15 «g 

t: Fn^ri/^'n tr;i/iz;i/n— 4 «g 
^j;V/K^r$/^^;i/-fe;i/n — 10 «g 

±j& 200 «g 

[0 2 6 9] 

a* 

ft#*7 4 2g 

am i.85 g 

1.1 g 

llKP^^^P^tjl/n-^ 50 «g 

£S 5 g 

16 5 mil^lf 5 ! 1 10-3108156 
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FABMS (M + +1) : 493 0 

1 H-NMR (CD 3 0D)6pp« ; 0.6-0.9 (12H. ■ , CH(CH 3 ) 2 X2), 1.02 (2H, ■ , Cfl 
(CH 3 ) 2 X2), 1.3-1.6 (4H . • , CH 2 -CH(CH 3 ) 2 X2), 1.91 (6B, s % CHgCOgH X 
2). 2.16 (1H, ■ , CH-CO), 2.4-2.55 (7H, s + ■ , N-CHg X2 + CH-CO), 2.71 
(2H, ■ „ CH 2 -N), 2.9-3.1 (2H , m , CH 2 -CgH 4 ) „ 3.3-3.5 (2H „ ■ , NH-CH 2 
) , 4.03 (2H, s , C 6 H 4 -CH 2 -NH 2 ) „ 4.60 (1H, ■ „ N H-CH- CO) , 7.38 (4H, ■ 

[0 2 3 8] 

m&ms o] 

N a -[4-( tFD^$/75;)-2(R),3(R or S)- *M V ttfrW -4' 
- T"fe h-f ^ F^JW ^ Sfflsy-L- 7iiJl/77-> N-(2-N' ,N'-S/^^;i/ 

y^;xf;i/) 7$f 2 mmm. 

ft-&#>1733J:tf N a -tert-^;i/^-^i/^;i/^-;i/-L-4' -isT J 7 ^—JVT 
->N-(2-N* ,N'- ^*^;i/T^ y i^/i/) F£Mv>T£^M22£|i^mtf>i&f£ 

1 H-NMR (CD 3 0D)8pp« ; 0.6-0.9 (13H, ■ , CH(CH 3 ) 2 + CH(CH 3 ) 2 ), 0.95-1.1 
(1H. ■ . CH(CH 3 ) 2 ) , 1.4-1.6 (4fl , ■ , CH 2 -CH(CH 3 ) 2 X2). 1.91 (6H, s „ 
CH 3 C0 2 H X2), 2.16 (1H, ■ , CH-C0). 2.24 (3H % s „ C-CH 3 ), 2.37 (6H, s , 
N-CH 3 X2), 2.4-2.5 (3H , ■ , CH-CO + CHg-N), 2.9-3.1 (2H , ■ , CH 2 -CgH 4 
) , 3.2-3.4 («, NH-CH 2 ) , 4.40 (2H, s , CgH 4 -CH 2 -NH) , 4.60 (1H, ■ . NH^C 
JhCO) ,7.31 (4H, ■ , ^S^-H) . 
[0 2 3 9] 

N a -[4-( t FU*ri/T$ /)-2(R),3(RS)- V<< V 9 V— M -4' - T 

K 2 

^^14J3J:^J ^ ^fc^l7^mv^TSg^#I22^^(Z)^$:^ffV^afeH^©Sfa 
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[mm: 

m&^m] te-8s ( i ) : 




, 3fc««xtt«tn©ry--n/(c 1 -c 6 ) r^/*i/>i6S:*u R 4 «^SifexiigSl 
© (Cj-Cgjr;!/^^. 5fcMiX8:ggi©y y-MCj-Cg) y;i/3rU>g£^L 

tt, (C 3 -C 6 ) */9UTfr*frmXlZ^TU-V-J>7 y/l/|£8:*U R 9 tt3MS* Tfc^ 

^^isajfettCCj-Cg) r/i/*uw ^ b 7^7g, rss? 
*ys;>as&*"r] -esftstisfls^*, BMfcfttf/xttKBffl 
ratten & i/ 

1 ffit£#¥ 10-3108156 
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FABMS (M + + 1) : 535 o 

1 H-NMR (CD 3 0D)5pp« ; 0.7-0.95 (12H . n . CH(CH 3 ) 2 X2), 1.0-1.1 (2H , 

■ , CH(CH 3 ) 2 X2 ) , 1.1-1.8 (10H, ■ , C(CH 3 ) 2 + CH 2 -CH (CH 3 ) 2 X 2). 1.89 ( 
3H, s , CH 3 C0 2 H), 2.15 (1H. ■ , CH-CO). 2.24 (3H, s „ C-CH 3 ), 2.46 (1H. 

■ , CH-COK 3.0-3.4 (2H , ■ . CH 2 -CgH 4 ) , 3.4-3.6 (2H , ■ , CHg-OH) , 4. 
41 (2H, s „ CgH 4 -CH 2 -NH). 4.62 (1H, ■ , NH -CH- CO) % 7.31 (4H, ■ , 

-H) Q 

[0 2 4 2] 

N 4 - [3- T ^ y-2,2- S/^^;i/-l(RS)- * *f-Jlj} J]/X*e4 frZfU if/l] -N 1 - M 
KO^rS/-2(E or S)-[3-(p- T ^ J l/>7i-A) ^ n tf;i/] -3(R)- 4V~f 

n t^;i/x 9 1/ yr s K 2 m£ 

6-(p- Ky¥fy*3ri/i3n,i£—)\/7^ J /l/)-3(RS)-tert- ^ 

/l/** S/jb/l/aK— /I/-2(RW V>^nif^'\*'9->ai*J:t3f2(RS)-tert- ttJU* 
J\/7 ^ J -I- Kyi?fy*3ri/i])]/jK— JV7 $ J -3,3- V^^A/^9 
yWt N- *^;i/T^ K$:Mv^T$g5t«I23i:^f^<DSIf^^:6 : v^e•fe®^«)®fa^ 

FABMS (M + ): 464„ 

% 1 H-NMR (CD 3 0D)8pp« ; 0.8-1.0 (6H , ■ , CH(CH 3 ) 2 ) „ 1.2-1.8 (11H, ■ , 

CH(CH 3 ) 2 +C-CH 3 X2 + CH-(CH 2 ) 2 ), 1.89 (6H, s % CH 3 C0 2 H X2K 2.27 (1H, 

■ . CH-C0), 2.4-2.6 (3H , ■ „ CH-CO + CgH^CHg) . 2.6-2.8 (5H . s , CH^ 
-NH 2 + N-CH 3 ) , 4.00(2H , s , CgH 4 -CH 2 -NH 2 ) , 4.70 (1H. ■ , NH-CH-CO) , 
7.17 and 7.29 (2H each, ■ , 3?§#j-H) „ 

[0 2 4 3] 

wmm 9 5] 

N 4 - [2- S -l(S)-* JIX*<4 frJ'UVM-n 1 - fc Kn*S/-2(Ror S 

)-[3-(p-t s j *=f-\sy? zl-M ^ni£/u]-3(R)- >f v^nt:^^2/>r$ 

f 2 wm& 

6 _(p_ iri/jjA/tf- fly J %<f- Uy7 3L—fl/)-3(RS)-teTt- 

- - — - i a R m.fKP**5H 10 — 3108156 
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ffi S A fi S 
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*?-U>73L-)V) zfu^M -fr*S/-/i/]-0-( /3-D- tf ^ y i/)V)-L-± 

FABMS (M + + 1): 586 „ 

*H-NMR (D 2 0)8pp« ; 0.7-0.9 (6H . ■ . CH(CH 3 ) 2 ) , 1.1-1.7 (5H , ■ . CH 
(CH 3 ) 2 + Cfl-(CH 2 ) 2 ) . 1.78 (3H. s , CH 3 C0 2 H), 2.15 (1H\ ■ , CH-CO). 2.4- 
2.6 (3H . ■ , CH-CO + C 6 H 4 -CH 2 ) , 2.70 (3H, s . N-CHg), 3.43 [1H. ■ . 5- 
H (glucopyranosyl)] . 3.5-4.0 [7H . ■ , CH 2 -0 + 2-H . 3-H . 4-H and 6-H 
^ (glucopyranosyl)] . 4.00 (2H. ■ , CH 2 -NH 2 ). 4.32 (1H. ■ . NH^CO) . 5 
.25 [1H . ■ , 1-H (glucopyranosyl)] . 7.18 (4H. ■ . ^jHfl^-H) „ 
[0 2 4 6] 

mmm 9 8 ] 

N 4 -[4-(3,4,4-h'J^f;i/-2,5- ^V- $#^VP>-1- >f/l/)-l(S)- 
t+frilfrrtfi JlZf+M-l* 1 - fcFn*5/-2(R or S)-[3-(p- r^j^^vy 
y^-)V) ^Dtf>n/]-3(R)- A vzfu\s;\,xt i/>T$ K 1 
6 _(p_ Kyy)\,**rV*>)\s&-)\<T $ J **l/>-7 3L—ns) -3(RS)-tert-^ 

# -(/i) AC>^>MN->i^A/7^ K&«v%x»»«23i:H«l©»^«:fxv^efeliIi* 

FABMS (M + ): 575 B 

^H-NMR (CD 3 0D)5pp« ; 0.8-1.0 (6H . ■ . CH (CE 3 ) 2 ) . 1.1-1.8 (15H, s + 
- . CH(CH 3 ) 2 + CH-(CH 2 ) 2 X2 + C-CH 3 X2), 1.89 (3fi\ s . CHgCOgH). 2.20 
(IB, > . CH-CO). 2.4-2.6 (3H . ■ . CH-CO + C^-CHg) . 2.67 (3H. s . N- 
CH 3 ), 2.89 (3H. s . N-CH 3 ). 3.56 (2H. t . J = 6.3 Hz. N-CHg). 4.01 (2H. 
77"CH 2 -NH 2 ). 4.38 (1H. ■ . NH-CH-CO) . 7.20 (4H. ■ . ^#J£-H) . 
[0 2 4 7] 
9] 

N 4_ [2 _ 7 ^y- 2 - ^^;i/-KRS)- *^;i/#;w^>f /vfn tr^-N 1 - t Kn 

1 'A Q mm.**** 10-3108156 



